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g5 Kk O HEED ESER
i EFE
CoV Coronavirus a4 )VA
COVID-19 Coronavirus disease 2019 Fi = v F U A NARBREE
CYP Cytochrome P450 F k7 1 A P450
DRIVE Drug Innovation Ventures at Emory University —
GLP Good Laboratory Practice EELOL 2T 5 EEREBROE
it o> 2
IAV Influenza A virus ABIL VTNV FIA LA
MERS Middle east respiratory syndrome e R 2R (5 BE
MERS-CoV MERS-associated coronavirus MERS Bz v A LR
MHV Mouse hepatitis virus v T AFRTA IR
MOV Molnupiravir E/NXET E/L, MK-4482, |H EIDD-
2801
NHC N-hydroxycytidine N-E FexIvrFUv
NHC-TP N-hydroxycytidine 5’-triphosphate N-E FrXIvFUU50-Z VR
RNA Ribonucleic acid Y R
SARS Severe acute respiratory syndrome HAEDIEPP R ISR
SARS-CoV-2 SARS-associated coronavirus-2 SARS B o J v A )L A2
VEEV Venezuelan equine encephalitis virus NRXALT USRI ANV
WHO World Health Organization i 5 R G B
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15 EERERXEIEEOEBRUMAEDOER

1.5.1 ERXTEROER

FNLXETE/L (MOV, MK-4482, |H EIDD-2801) 13 KEDKFIC X 2 EEFIFEKTH % Drug
Innovation Ventures at Emory University (DRIVE), LLC T R X417z, 202043 A |2 Ridgeback
Biotherapeutics LP (Ridgeback 1) 73 DRIVE X ¥ MOV Ot T A 2 A Z 4G L. 2020454
IZ Ridgeback #t: & Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc 23#2#5 L 7=,

MOV X, YRR 7 VAL FT7F a7 ThYIEEARY bV EET HEEERRRY A VAET
HD N-& FadxvvyFUr (NHC) D5-A YEBBERTAT /LT e F7 v 7 ThHDH, MOV [FHIX
DORBTE=RT F7—BIZ X VAL #RES L, NHC & L TEHBRICBITT 5, NHC ILHifaRIZ
DIAENTE, MIRADY CERLEERIC L W EEEMEZ AT H N FexF o v F oo s5-=) VR

(NHC-TP) (ZEH#& %, NHC-TP i3V A L AH3KRD RNA {KFHE RNA R Y A 7 —EOBEH
RIRBEEL RV HAEVAVARNAICIRVIAEND, TORFR. VA NVAEROZY A 7 1IZ
o TT U T LRBRERPBTANAYT ) DMZEHEL, VANVRIIET—HF A ba T 2FHET
HZ LTI UANAORERET D, MOV O Z O/EFMFIZ, MERS-CoV, MHV, VEEV K&
WIAV &N o7k 2R RNA B A VA THERB SN TR Y . NHC OFFE T CH S B56. %
RERPARITHEMM L7, £72. Invitro TORIEE TIT, TEVA NV ZADREBEBEZ DIZ<
ZENDL, BRIZBWTIHEYANVABRELD ELTH, FOHBUTEWE FRINS,

152 HFHEOREE

MOV %, %4 Ridgeback #:iZ & ¥ Ffitk, MITHERONRUT I v 72 ET, MiTHEROHH
(HEEERROREGLER) ABRMBEOBRA L ILT I A VL ADTRTOHERC L 5 0HE
EEDRWA IV U OIRIREE LT, ARSI H DD RNA VA LV AOER %
HFHTDHI LD, SARS-CoV-2IZ K HEPUEDIEHRIE L L THRRNED ONDHZ L Lol
aaF A )L AIX, SARS-CoV KX MERS-CoV Z Zirx_u—7%2H3 577 A8 RNA 7
ANADT7 7V —THY, FIZt F RO ONFEIRREZEN LT 5[], FFREOaaFIA L
AT&H5H SARS-CoV-2{1Z Lk » THI & Z S HEYSEIX, 20196128 ICHFEORET THID TH
HEN, FORMOHIERA~E SEIZIEA Y, 20208E3A 11 812 WHO IZ & W R0 F I v
LHE &7z, SARS-CoV-21Z X AL COVID-19& fad S iz, 202243 A26 A AT, AT
DFIRYEX1T476.374.2340) . #FET-F1136.108.97665 T H[2], AFIZIBTIE, 20204E1 A 129)
D THRENBRE S, 2020428 1 BICBYYEEICE S < 8 ERYE K OREEIC S < B R
SE\ZHRE Sz, 202044 A 7B ICIIREFRA » 7V o P R SR B LIRS 1 ER 0%
SHEBESHREIN, TORITMER, BHEZHEVIERLTWD, 202248326 AR R T, AHTO
IR E $136,287.10761, FELCHE$1327.60161TH 5 [3],
SARS-CoV-2|ZHRHE SN T ORIET 5 £ TOWRIIIANSHE (BR14HME) THS, SARS-
CoV-2ITET AR LD LXEBIDBRET 5L EZ OIS, A7 v UEREBLLENE. K940%0D &
FITRIED D LARRRE TS D 25, F60%DBRE CIHRRIITREE CHEET I EEXD
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N5, MROER (BELMEOIKT, WO, WML VIZE) IXREH O LARRE CHL 2
2729, S BITKI20%DEE TIIBERENLELRY . K5%0 BE 2RSS0 E RIS
ITUTALIMRERIC L D0 EET 5 L B X 6L5[4], COVID-19DfERIE, #RFHEIHE
i & O MR ZE R 7 &) | BEETTHERRIC & 2 A AOHE. BBEE. BREROIRERZ &
DR OFERIZ F TR E[5][6] [7] [8], millin Kk VMR BIX COVID-19DESE(L Y XA 7B+ Th
V. FECH DKL, ST 2Ll EOEBREZH T 5 COVID-198%E TR b 5[9][10]
[11]

COVID-190 X 9 72 RYYEFBOREAIL, TP L BENER TH 5, AFITIB W TiX, [SARS-CoV-
AT X DBYIEDFBL & LTU 7 FUBENREA TS, IBREL U CIEEENPEENOE
FEQOBEFIZH LTIV ATVEAL, NV UF=T "M YXwT (RATuA FLEOff) ROT
XHRAEZSUBRANLNE, BB, LATF Y EMIOWTIE, 20224838 L 0 BIEBRE~LEHN
EREShiz, EEMLY) R7RFE2ETIRENOFEFEOREFIIH L TIIV I YT /A LT
Ew7 kO bu b7 Lol REFHEDOH SARS-CoV-2F / 7 u—FHER AV LA T
Do LAMALZRMR DL, SARS-CoV-2D AL 7 EHHDERNPEEINTEY . HL SARS-CoV-2E /
7 a—F AHUETIXFIEMEDR KV SARS-CoV-2Z BARIZ T U TIXAZMES #ARF T & 22 Al REdE
BdHD, 5% OBERIEKFEOEFER OV 2B ~DORRDOT=DIZ Y, BN D PEERE OEAE
LZBh & | ERMEEE & BE OEEN A A ERRIC M 2 | B £ T #EICRIEFTRE /2 SARS-CoV-
ATk AEEEARORODH YA NVAEEZRRT L L@ CTEETH S,

MOV %, #BAFID7=D KRR & gk LAMENED S <. SARS-CoV-2D A3 7 EHE LD
EROEELZ T RVEREFEZE L TEY ., SARS-CoV2IZX19 5 in vitro TOIEM, BihET
MIBFDaaF oA NVRIHT 2AIMERET A NV ADREBEPE IV ICS W ENFEES
NEEEREREMTH D,

723 MOV ORFIERLBICR OFI ORI A VAFITH D=L~ hLIEL /Y M EARE
BIEGR SN TWAH, MOV &=~ hLAENL /Y M FENMIRZDIERABFEZELTEBY., £h
ENOFEANZBEINAMERT 5 LT, BEOTRUE L ERBIERHOMRICERTZSLE X
bbb,

MOV 28T % E . FERKKE CEBRRRBROMEZ LI TIORT, £/, MK-44820DBi% Dkt %
[£ 1.5- 1R,

1.5.21 mERBROME

AFNIEZIRS E LTMOV 2200 mg B H T 50 7NAAlLE LTHRE S,

JRIETdH D MOV DIEEXLRZEERRE LT, RERTFAER (25°C/60%RH) 12{E A ] & OYn#
ABR (40°C/75%RH) 61 ABOFRERIELN TS, WTFhOFRMETHREFHRPICHEDEL
FRD LN TR, ARERICESE, A&0Y 72 MM eEn cxe L. 26, Il
JRIEIZ DWW T ERE L 7= ZEMERBRIC XV RMRFRBRSM T2418 A M. InERBRSE M Coféi A %
ETHHILBPHERINTND,
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KA DOEX2RZEERBR L LT, TR L REOEHFMIERZ W TEM L 72 RERFRAR
(25°C/60%RH) 1218 A [ K OBk (40°C/75%RH) 6fF A MO RENELNTE Y ., #FHR
FOMEEEKEIRD TRV, £, IO ZEERR L U THEM L - RIIRFABRSM
RONERBRFFIZB N T, ZRENISEAMKRUCEAMEZETH D Z L BRI N TND, K
FERICEDSE ., FROFHM 22488 A LRE LT,

1522 FEERREABRDBIE

1.5.2.2.1 FERR PR FE A ER

AT ORRKARBR & Bth7 % £ TIZ—HE D in vitro & T in vivo DR &2 BAHT 5 KRB 2 =
fiti L. MOV OYEFIF. SARS-CoV-2% ZTp&Fl RNA VA VAIZKT AT A VAERZRE L
2o F72. BIRAEERBRZ EM L. AFRIERICERE LR2VERZRF Lz, &bic, ZetH
HRBR L LT, PHRARR, DMERR O RA~DOFEEL GLP ([ZHEHL L THRETL 7,

15222 JEERER =B RE S ER

YA, TGy b, Zzly b, A XK MOV ZHEIRORERE LI-BEOWRIL., 557,
R R OB 2 55 L7z, F7=. invito RBRIZL Y. b FRUOKEHFEIZBIT S MOV KT NHC
OMIFEAFK AR, EERREHPRENE. WOICEHFEMRIZI T S NHC OFGAZ K X NHC-TP ~
DOEHAFTE L=, & 512, MOV ZTENHC @ CYP W NZAHE b T AR—Z —%Z 4 L7-3HhiA
HAEROFRREME S 37 L7,

15223 SRR

AHEERRABROBIAE T2, MOV OFEME2 —#HOBREEERSR FE2 AW HIREARERR
Br. invitro X in vivo /MERBR, in vivo Pig-a 2L RABRIW NIZ BigBlue® h 7 vV AV x=v 7
7 v &Mz invivo ZERERAER) . KERGENERR (T v FEAW3» AMKEEToOR
BRI NS rasH2BFAERI~ T AR OA X EH W1 ARRERER) ., ¥IZT v NROUHXE2H
WIZRE « BRIBRAICET2RBRCTIME L7z, 0%, T v b2 HWEZRERVERETO
PVIMRREAICET 238, Y RNCT v M2 AW HAR R AR ORAEN OIS BHEOKEEIZE
THRBRESET Liz, EELFERBRIIVT IS GLP ICHERL L TEHE L 7=,

1523 EREREER DL E

1.5.2.3.1 % 1 HHEER

20204E (2SN T h)EIR 5B & LT MK-4482-004388% (004385R) % FEhi L. FE B A AR
PBRE 2 Xt MOV ZHEIR ORER S LIcBEOZ e, ZAEMROEYBEEEZ ML=, &
RO HEE G/ — F RORERE/S— b TiE, Wb &HETHIIC MOV RURBIC 77 &
R BAEZIZE Y ) 72, FEB AR NEREHERE % %R MOV 50~1600 mg % Hi[E# 5 & O MOV
50~800 mg % 12FFEfHIRE T5.5 A MIKEE S LIZBRORZ &R OEFETB L TREFTh - 72,
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7o, BARNERERE 28R MOV ZHEIROREREG LIBRoRe, BAERUEY
#E 2 ENE 1 B TH 5 MK-4482-0087 8k (0083A%FR) Talffi L7, ARBRDOHEIHE G/ 3— |
TIEAHETOFNZ MOV RURBIC T 7R ZH V1772, KEHRS/S— F TIXEHETISHIC
MOV BUSHNZ 7T AR ERI Y 4172, B ARNEREHEERE % 642 MOV 200~1600 mg % Hi[E K&
Y MOV 400~800 mg # 125 CT5.5 B M E &5 L2 BRORZ 2R OBAMEITE L TR T
HoT,

X iz, FEARANEEHRRE 2RI MOV % X RYIBIRERS Li-BEoRet, 28k
OERHENEZ 1B 1 FIABR T 5 MK-4482-012388% (012388%) Tilfi L 7=, A<3ABR CTi3400 mg
10600 mg D F B T6HIIZ MOV R URBIC T 7 R & BIEAICEI M7z, 72, 2200FK /3%
V800 mg DB ToH| (FH126) (2 MOV KU (FH46) (277 AR ZEELRIZHNY 157,
I B AR N HERE | MOV 400~800 mg % 12 f[FE T10.5 B MK 5 L 7= BR 0L 2R U
AETE L TR TH o=,

1.52.3.2 %1 ./ 1IHERR

MK-4482-005 (AGILE) &% (005348%) 1%, COVID-19i&HIZx3 % MOV OEEH &, ekt
ROEIEERITT B0 DEMERIL, v —LLATFTT 47, 1,/ THRRTHY . 2
e Ar R cERiTTH 5,

15233 BTHASE I 485K ER

MK-4482-006545% (006385k) I% COVID-19DIEAPEABE % XFRIT, MK-4482-007:5k% (007385%)
IX COVID-19D ARz E 2 X8R I12, FhFh MOV %2tk ZEMROR YA NVAENEEZ 7T R
LB HEERL, 7 ERMR, —HER, AiHEIHERRTH S, 006RBRIF5ET L. 007
EeAEel [Gf GLENeES Like R

1.52.3.4 ¥ I/ MARER

MK-4482-00178%% (001585k) X COVID-19D APE#H % %412, MK-4482-002585% (002548%)
I% COVID-19DIEAPEBE 2RI, MOV 25 LI-BEOF M, Btk Oy 8 g4 33
HIEEAIL. 7R, —EHSKR. 51/ MHERRTH S,

001RBR K V002FABRITNVTNHEONH/S—F (S—F1) O Day29F TT LTEY, Aotk
VLMD S— M OFRIRIT 2 Efi Lz, ZOMR, Zethic k& 2B&i13ke<, MOV I2L3
PLU A NV AIEFRIIRIES RHICBRIE LIS RICA R TH L RN RSNz, £Z T, AREBE
gL L7001 BR TiX COVID-19DFEBE M EIEAL I D FTREMEA TV Z L b, FIHHE
=k (3= 1b2) EBARA LW L& Lz, —F. FABRBEL MG L L7002 BRTid. RIE
# X v 5152 COVID-19DFESE(L Y R 7 W+ 212U LA T HEBRE DR L 725 X 5 FMAAN
— b (3=12) oMAhEEZEELE, (earnci— hoEiitTh Yy AL -
R2BZMLTWA,
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723, COVID-198%F L RIET DA ZXRIZ,

COVID-19 (SARS-CoV-2faZ D> F FEIR)

DOFBICBIT 5 MOV OFMER O 247§ 5 MK-4482-01338 (01338, HEIER(LT 7
tARAMBoEEREIERSR 220 A cEiitch s,

= 1.5-1 MOV DORAFEDELE

R4 2018LL A1
g% R TERR, R
LEERR i Rl aRR . R
B
I
o Bl A3
RERR Tl P I
ENFREYREER
Hio - R EHE
R EEEE
AR A BN
B | 0045A8R (EARER)
w14 | 0083ER (EAHER)
B | 01288 (EIRER)
i B/ I0H[ 00538 GEARR)
FR 00638 (EshiER)
B RIS T o0y (B R
B4 0013488 (HEHEEHEFRIER) § 10— —8
00258 (H PRI FER) 10— I — e
| B | 01338 (ERERRR) 8— —kie

TRBAR Y FORGEFEA

P IRBREEEORKGR A

§ BIAH/N— MIBITE T, BUHES— FOETHICKT Lz
FERRRERD 5 5, 004348k, 0063858 % (*007:8%k X Ridgeback £,

NHS Foundation Trust 732k L 7=,

00538% |% University Hospital Southampton
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5% 3R

2% | #4 bV & e#aE Reference

SCiRk 5

5

1 The species Severe acute Coronaviridae Study | Nat Microbiol. 2020; 5: | [Ref.5.4:
respiratory syndrome-related Group of the 536-44. 05JRQN]
coronavirus: classifying 2019- International
nCoV and naming it SARS-CoV-2. | Committee on

Taxonomy of Viruses.

2 Coronavirus disease (COVID-19) World Health Available from: [Ref.5.4:
pandemic [cited 2022 March 26] Organization. https://www.who.int/'e | 001]
[Internet]. mergencies/diseases/no

vel-coronavirus-2019

3 FhlooF oA NVARBGIEOR | BASEE. Available from: [Ref.5.4:
TEDIRVL & AT 88 D3RI https://www.mhlw.go.j | 002]
DWT (FFn44E3 A 268 ki) p/stfnewpage 24820.h
[cited 2022 March 26] [Internet]. tml

4 P o) A )L R RYLSE PO F 5| ZME | Available from: [Ref5.4:
COVID-19 ZHEDFF|XH7.0 EEL. extension://elhekieabhb | 003]
hiz. kpmcefcoobjddigjcaad

p/viewer html?pdfurl=h
ttps%3 A%2F%2Fwww
.mhlw.go.jp%2Fconten
t%2F000904136.pdf&c
len=5315171&chunk=t
rue

5 Incidence of thrombotic Klok FA, Kruip Thromb Res. 2020; [Ref.5.4:
complications in critically i1l ICU MJHA, van der Meer | 191: 145-7. 05JLPX]
patients with COVID-19. NJIM, et al.

6 COVID-19 pandemic-a focused Cevik M, Bamford Clin Microbiol Infect. [Ref.5.4:
review for clinicians. CGG, Ho A. 2020; 26: 842-7. 05JLPP]

7 Comorbidities and multi-organ Wang T, DuZ, Zhu E, | Lancet. 2020; 395: e52. | [Ref.5.4:
injuries in the treatment of COVID- | et al. 05IM59]
19.

8 A rampage through the body. Wadman M, Couzin- | Science. 2020: 368: [Ref.5.4:
Frankel J, Kaiser J, et | 356-60. 05IM53]
al.

9 Race/ethnicity, underlying medical | Hsu HE, Ashe EM, MMWR Morb Mortal [Ref.5.4:
conditions, homelessness, and Silverstein M., et al. Wkly Rep. 2020: 69: 05Q36T]
hospitalization status of adult 864-9.
patients with COVID-19 at an
urban safety-net medical center -

Boston. Massachusetts, 2020.

10 Risk factors for severe and Gao YD, Ding M, Allergy. 2021; 76: 428- | [Ref.5.4:
critically i1l COVID-19 patients: a Dong X, et al. 55. 05Q28G]
review.

11 Pathophysiology, transmission, Wiersinga W1, JAMA. 2020; 324: [Ref.5.4:
diagnosis, and treatment of Rhodes A, Cheng 782-93. 05Q5B2]
coronavirus disease 2019 (COVID- | AC, etal.

19): areview.
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SUMMARY OF PRODUCT CHARACTERISTICS

4.1

4.2

0804WW

NAME OF THE MEDICINAL PRODUCT
Lagevrio 200 mg hard capsules

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each hard capsule contains 200 mg of molnupiravir.

For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM
Hard capsule.

Swedish Orange, opague, size 0 (approximately 21.7 mm x 7.6 mm) hard capsule,
printed with MSD corporate logo on the cap and “82” on the body in white ink.

CLINICAL PARTICULARS

Therapeutic indications

Lagevrioisindicated for treatment of mild to moderate coronavirus disease 2019
(COVID-19) in adults with a positive SARS-COV -2 diagnostic test and who have at
least one risk factor for developing severe illness (see sections 4.2 and 5.1 for
information on posology and limits of clinical trial population).

Posology and method of administration
Posology
Adults

The recommended dose of Lagevrio is 800 mg (four 200 mg capsules) taken orally
every 12 hoursfor 5 days.

The safety and efficacy of molnupiravir when administered for periods longer than 5
days have not been established (see section 5.1).

Lagevrio should be administer ed as soon as possible after a diagnosis of COVID-
19 has been made and within 5 days of symptom onset (see section 5.1).

Missed dose

If the patient misses a dose of Lagevrio within 10 hours of thetime it is usually taken,
the patient should take as soon as possible and resume the normal dosing schedule. If
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4.3

4.4

4.5

a patient misses a dose by more than 10 hours, the patient should not take the missed
dose and instead take the next dose at the regularly scheduled time. The patient
should not double the dose to make up for a missed dose.

Special populations

Elderly
No dose adjustment of Lagevrio is required based on age (see section 5.2).

Renal impairment
No dose adjustment is required for patients with renal impairment (see section 5.2).

Hepatic impairment
No dose adjustment is required for patients with hepatic impairment (see section 5.2).

Paediatric population

The safety and efficacy of Lagevrio in patients below 18 years of age have not been
established. No data are available (see section 5.1).

Method of administration
For oral use.

Lagevrio 200 mg capsules can be taken with or without food.

The capsules should be swallowed whole with a sufficient amount of fluid (e.g., a
glass of water). The capsules should not be opened, crushed or chewed

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section
6.1.

Special warnings and precautionsfor use
Sodium

This medicinal product contains less than 1 mmol sodium (23 mg) per dose of 4
capsules, that isto say essentially ‘sodium-free’.

Interaction with other medicinal products and other forms of interaction

No drug interactions have been identified based on the limited available data. No
clinical interaction studies have been performed withmolnupiravir. Molnupiravir is
hydrolysed to n-hydroxycytidine (NHC) prior to reaching systemic circulation.
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4.8

Uptake of NHC and metabolism to NHC-TP are mediated by the same pathways
involved in endogenous pyrimidine metabolism. NHC is not a substrate of major drug
metabolising enzymes or transporters. Based on in vitro studies, neither molnupiravir
nor NHC are inhibitors or inducers of major drug metabolising enzymes or inhibitors
of major drug transporters. Therefore, the potential for molnupiravir or NHC to
interact with concomitant medicationsis considered unlikely.

Fertility, pregnancy and lactation

Pregnancy
There are no datafrom the use of Lagevrio in pregnant women. Studiesin animals
have shown reproductive toxicity (see section 5.3).

Lagevrio is not recommended during pregnancy. Women of childbearing potential
should use effective contraception for the duration of treatment and for 4 days after
the last dose of Lagevrio (molnupiravir).

Breast-feeding

It is unknown whether molnupiravir or any of the components of molnupiravir are
present in human milk, affect human milk production, or have effect on the breastfed
infant. Animal lactation studies with molnupiravir have not been conducted.

Based on the potentia for adverse reactions on the infant from Lagevrio, breast-
feeding is not recommended during treatment and for 4 days after the last dose of
Lagevrio.

Fertility

There were no effects on female or male fertility in rats at NHC exposures
approximately 2 and 6 times respectively, the exposure in humans at the
recommended human dose (RHD) (see section 5.3).

Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been
performed.

Undesirable effects
Summary of safety profile

In an interim analysis of a Phase 3 tria of subjects with mild to moderate COVID-19
treated with molnupiravir (n=386), the most common adverse reactions (>1% of
subjects) reported during treatment and during 14 days after the last dose were
diarrhoea (3%), nausea (2%), dizziness (1%) and headache (1%) all of which were
Grade 1 (mild) or Grade 2 (moderate).

Tabulated list of adverse reactions
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5.1

The adverse reactions are listed below by system organ class and frequency.
Frequencies are defined as follows: Very common (>1/10); common (>1/100 to
<1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000).

Table1: Tabulated list of adver sereactions

Frequency Adver se Reaction

Nervous sytem disorders

Common dizziness, headache
Gastrointestinal disorders

Common diarrhoea, nausea
Uncommon vomiting

Skin and subcutaneous tissue disorders

Uncommon rash, urticaria

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions
viathe Coronavirus Y ellow Card Reporting site at https://coronavirus-
yellowcard.mhra.gov.uk/ or search for MHRA Y ellow Card in the Google Play or
Apple App Store.

Overdose

There is no human experience of overdosage with Lagevrio. Treatment of overdose
with Lagevrio should consist of genera supportive measures including the monitoring
of the clinical status of the patient. Haemodialysisis not expected to result in

effective elimination of NHC.

PHARMACOLOGICAL PROPERTIES

Phar macodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, direct acting antivirals, ATC
code: not yet assigned.

M echanism of action

Molnupiravir is a prodrug that is metabolised to the ribonucleoside anal ogue N-
hydroxycytidine (NHC) which distributesinto cells where it is phosphorylated to
form the pharmacol ogically active ribonucleoside triphosphate (NHC-TP). NHC-TP
acts by a mechanism known as vira error catastrophe. NHC-TP incorporation into
viral RNA by the viral RNA polymerase, resultsin an accumulation of errorsin the
viral genome leading to inhibition of replication.

Antiviral Activity
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NHC was active in cell culture assays against SARS-CoV-2 with 50% effective
concentrations (ECsp) ranging between 0.67 to 2.66 uM in A-549 cellsand 0.32 to
2.03 uM in Vero E6 cells. NHC had similar activity against SARS-CoV-2 variants
B.1.1.7 (Alpha), B.1351 (Beta), P.1 (Gamma), and B.1.617.2 (Delta) with EC50
values of 1.59, 1.77 and 1.32 and 1.68 UM, respectively. No impact was observed on
theinvitro antiviral activity of NHC against SARS-CoV-2 when NHC was tested in
combination with abacavir, emtricitabine, hydroxychloroquine, lamivudine,
nelfinavir, remdesivir, ribavirin, sofosbuvir, or tenofovir.

Pharmacodynamic effects

The relationship between NHC and intracellular NHC-TP with antiviral efficacy has
not been evaluated clinically.

Resistance

No amino acid substitutions in SARS-CoV -2 associated with resistance to NHC have
been identified in Phase 2 clinicd trials evaluating molnupiravir for the treatment of
COVID-19. Studies to evaluate selection of resistanceto NHC with SARS-CoV-2in
cell culture have not been compl eted.

Clinical efficacy and safety

Clinical data are based on an interim analysis of datafrom 775 randomised subjectsin
the Phase 3MOVe-OUT trial. MOVe-OUT was a randomised, placebo-controlled,
double-blind clinical trial studying molnupiravir for the treatment of non-hospitalised
patients with mild to moderate COVID-19 who were at risk for progressing to severe
COVID-19 and/or hospitalisation. Eligible subjectswere 18 year s of age and older
and had one or more pre-defined risk factorsfor disease progression: 60 years of
age or older, diabetes, obesity (BM1 >30), chronic kidney disease, serious heart
conditions, chronic obstructive pulmonary disease, or active cancer. The study
included symptomatic subjects not vaccinated against SARS-CoV-2 and who
had laboratory confirmed SARS-CoV-2 infection and symptom onset within 5
days of enrolment. Subjects were randomised 1:1 to receive 800 mg of Lagevrio or
placebo oraly twice daily for 5 days.

At baseline, in al randomised subjects, the median age was 44 years (range: 18 to 88
years); 14% of subjects were 60 years of age or older and 3% were over 75 years of
age; 52% of subjects were male; 52% were White, 6% Black or African American,
2% Asian; 58% were Hispanic or Latino. Forty-nine percent of subjects received
Lagevrio or placebo within 3 days of COVID-19 symptom onset. The most common
risk factors were obesity (77%), 60 years of age or older (14%), and diabetes (14%).
Overall, basdline demographic and disease characteristics were well balanced
between the treatment arms.

Table 2 provides the results of the primary endpoint (the percentage of subjects who
were hospitalised or died through Day 29 due to any cause). Treatment with Lagevrio
resulted in a 6.8 percentage point reduction in the risk of hospitalisation or death
(approximately 50% relative risk reduction). All 8 subjects who died through Day 29
were in the placebo group and were hospitalised prior to their death

Table 2: Interim Efficacy Resultsin Non-Hospitalised Adultswith COVID-19

Lagevrio Placebo Risk p-
(N=385) (N=377) difference* value
n (%) n (%) (95% Cl)
All-cause 28 (7.3%) 53 (14.1%) -6.8 0.0012
hospitalisation (-11.3,-2.9)
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or death through

Day 29"
Hospitalisation 28 (7.3%) 52 (13.8%)
Death 0 (0%) 8 (2.1%)
Unknown* 0 (0%) 1 (0.3%)

* Risk difference of molnupiravir-placebo based on Miettinen and Nurminen
method stratified by time of COVID-19 symptom onset (<3 days vs. >3 [4-5]
days).
" Defined as>24 hours of acute care in a hospital or an acute care facility
ge.g., emergency room).

Subjects with unknown status at Day 29 are counted as having an outcome
of all-cause hospitalisation or death in the efficacy analysis.
Note: All subjects who died through Day 29 were hospitalised prior to death.

Efficacy results were consistent across sub-groups including age (>60 years), at risk
medical conditions (e.g., obesity, diabetes) and SARS-CoV-2 variants.

Paediatric population

The Agency has deferred the abligation to submit the results of studies with Lagevrio
in one or more subsets of the paediatric population (see section 4.2 for information on
paediatric use).

Phar macokinetic properties

Molnupiravir is a5 -isobutyrate prodrug that is hydrolysed to NHC prior to reaching
systemic circulation. The pharmacokinetics of NHC are similar in healthy subjects
and patients with COVID-19.

The pharmacokinetics of NHC at steady-state following administration of 800 mg
molnupiravir every 12 hours are provided below in Table 3.

Table 3: Pharmacokinetics of NHC after administration of 800mg L agevrio
every 12 hours

NHC Geometric Mean (% CV)

AUCq.120 Crnax (ng/mL) T Caonr (Ng/ML)*
(ngxhr/mL)*
8260 (41.0) 2970 (16.8) 311 (124)

%CV: Geometric coefficient of variation.
* VVaues were obtained from population PK analysis.

tValues were obtained from a Phase 1 study of healthy subjects.

Absorption

Following twice daily oral administration of 800 mg molnupiravir, the median time to
peak plasma NHC concentrations (T ) Was 1.5 hours.

Effect of Food on Oral Absorption

In healthy subjects, the administration of a single 200 mg dose of molnupiravir with a
high-fat meal resulted in a 35% reduction in NHC peak concentrations (Cax), AUC
was not significantly affected.

Distribution
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NHC does not bind to plasma proteins.

Elimination

The effective half-life of NHC is approximately 3.3 hours. The fraction of dose
excreted as NHC in the urine was <3% in healthy participants.

Other special populations

Gender, Race, Age

Popul ation pharmacokinetic analysis showed that age, gender, race and ethnicity do
not meaningfully influence the pharmacokinetics of NHC.

Paediatric Patients
Lagevrio has not been studied in paediatric patients.

Renal Impairment

Renal clearance is not a meaningful route of eimination for NHC. No dose
adjustment in patients with any degree of renal impairment is needed. In a population
PK analysis, mild or moderate renal impairment did not have a meaningful impact on
the pharmacokinetics of NHC. The pharmacokinetics of molnupiravir and NHC has
not been evaluated in patients with eGFR less than 30 mL/min or on dialysis (see
section 4.2).

Hepatic Impairment

The pharmacokinetics of molnupiravir and NHC has not been evaluated in patients
with hepatic impairment. Preclinical dataindicate that hepatic elimination is not
expected to be amajor route of NHC elimination therefore hepatic impairment is
unlikely to affect NHC exposure. No dose adjustment in patients with hepatic
impairment is needed (see section 4.2).

Preclinical safety data
Genera Toxicity

Reversible, dose-related bone marrow toxicity affecting all haematopoietic cell lines
was observed in dogs at >17 mg/kg/day (0.4 times the human NHC exposure at the
recommended human dose (RHD)). Mild decreases in peripheral blood cell and
platelet counts were seen after 7 days of molnupiravir treatment progressing to more
severe haematological changes after 14 days of treatment. Neither bone marrow nor
haematol ogical toxicity was observed in a 1-month toxicity study in mice up to 2,000
mg/kg/day (19 times the human NHC exposure at the RHD) and a 3-month toxicity
study in rats up to 1,000 mg/kg/day (9.3 and 15 times the human NHC exposure at the
RHD in females and males, respectively).

Bone and cartilage toxicity, consisting of an increase in the thickness of physeal and
epiphysea growth cartilage with decreases in trabecular bone was observed in the
femur and tibia of rapidly growing ratsin a 3-month toxicity study at > 500
mg/kg/day (5.4 times the human NHC exposure at the RHD). There was no bone or
cartilage toxicity in a 1-month toxicity study in rapidly growing rats up to 500
mg/kg/day (4.2 and 7.8 times the human NHC exposure at the RHD in females and
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males, respectively), in dogs dosed for 14 days up to 50 mg/kg/day (1.6 times the
human NHC exposure at the RHD), or in a 1-month toxicity study in mice up to 2,000
mg/kg/day (19 times the human NHC exposure at the RHD). Growth cartilage is not
present in mature skeletons; therefore the bone and cartilage findings are not relevant
for adult humans. The clinical significance of these findings for paediatric patientsis
unknown.

Carcinogenesis
Carcinogenicity studies with molnupiravir have not been conducted.

Mutagenesis

Molnupiravir and NHC were positive in the in vitro bacteria reverse mutation assay
(Ames assay) with and without metabolic activation. In 2 distinct in vivo rodent
mutagenicity models (Pig-a mutagenicity assay and Big Blue® (cll Locus) transgenic
rodent assay) molnupiravir did not induce increased mutation rates relative to
untreated historical control animals, and therefore is not mutagenic in vivo.
Molnupiravir was negative for induction of chromosomal damageinin vitro
micronucleus (with and without metabolic activation) and in vivo rat micronucleus
assays. Based on the totality of the genotoxicity data, molnupiravir is of low risk for
genotoxicity or mutagenicity in clinical use.

Impairment of Fertility

There were no effects on fertility, mating performance or early embryonic

devel opment when molnupiravir was administered to female or male ratsat NHC
exposures approximately 2 and 6 times, respectively, the human NHC exposure at the
recommended human dose (RHD).

Devel opment

In an embryofoetal development (EFD) study in rats, molnupiravir was administered
orally to pregnant rats at 0, 100, 250, or 500 mg/kg/day from gestation days (GDs) 6
to 17. Molnupiravir was also administered orally to pregnant rats at up to 1,000
mg/kg/day from GDs 6 to 17 in apreliminary EFD study. Developmental toxicities
included post-implantation losses, malformations of the eye, kidney, and axial
skeleton, and rib variations at 1,000 mg/kg/day (8 times the human NHC exposure at
the RHD) and decreased foetal body weights and delayed ossification at >500
mg/kg/day (2.9 times the human NHC exposure at the RHD). There were no
developmental toxicities at <250 mg/kg/day (0.8 times the human NHC exposure at
the RHD). Maternal toxicities included decreased food consumption and body weight
losses, resulting in the early sacrifice of individual animals at 1,000 mg/kg/day, and
decreased body weight gain at 500 mg/kg/day.

In an EFD study in rabbits, molnupiravir was administered orally to pregnant rabbits
at 0, 125, 400, or 750 mg/kg/day from GDs 7 to 19. Developmental toxicity was
limited to reduced foetal body weights at 750 mg/kg/day (18 times the human NHC
exposures at the RHD). There was no developmental toxicity at <400 mg/kg/day (7
times the human NHC exposures at the RHD). Maternal toxicities included reduced
food consumption and body weight gains, and abnormal faecal output at

750 mg/kg/day.



6 PHARMACEUTICAL PARTICULARS

6.1  List of excipients
Capsule content:

Croscarmell ose sodium (E468)
Hydroxypropy! cellulose (E463)
Magnesium stearate (E470b)
Microcrystalline cellulose (E460)

Capsule shell:
Hypromellose (E464)

Titanium dioxide (E171)
Red iron oxide (E172)

Printing ink:

Butyl alcohol
Dehydrated al cohol
Isopropyl acohol
Potassium hydroxide
Propylene glycol (E1520)
Purified water

Shellac

Strong ammonia solution
Titanium dioxide (E171)

6.2  Incompatibilities
Not applicable

6.3  Shdlf life

2 years

6.4  Special precautionsfor storage

Thismedicinal product does not require any special storage conditions. Storein the
original package.
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Natur e and contents of container

High-density polyethylene (HDPE) bottles with a polypropylene closure containing
40 capsules.

Special precautionsfor disposal

Any unused medicinal product or waste material should be disposed of in accordance
with local requirements.

MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme (UK) Limited
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London
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United Kingdom

MARKETING AUTHORISATION NUMBER(S)
PLGB 53095/0089
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AUTHORISATION

04/11/2021
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FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR LAGEVRIO™ (molnupiravir) CAPSULES

HIGHLIGHTS OF EMERGENCY USE AUTHORIZATION (EUA)
These highlights of the EUA do not include all the information
needed to use LAGEVRIO under the EUA. See the FULL FACT
SHEET FOR HEALTHCARE PROVIDERS for LAGEVRIO.

LAGEVRIO™ (molnupiravir) capsules, for oral use
Original EUA Authorized Date: 12/23/2021
Revised EUA Authorized Date: 03/2022

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF
LAGEVRIO UNDER EMERGENCY USE AUTHORIZATION

Refer to FULL FACTSHEET for details.

RECENT MAJOR CHANGES-----======s==ssunmmunnnnn
Mandatory Requirements Box: Revised requirements 02/2022
pertaining to other therapeutics
Emergency Use Authorization (Section 1): Updates on 02/2022

available alternatives to LAGEVRIO

Warnings and Precautions (Sections 5.2 and 17): addition of 02/2022
hypersensitivity including anaphylaxis

Adverse Reactions (Section 6.2): addition of post-

authorization experience section 02/2022

EUA FOR LAGEVRIO
The U.S. Food and Drug Administration (FDA) has issued an EUA for
the emergency use of the unapproved LAGEVRIO, a nucleoside
analogue that inhibits SARS-CoV-2 replication by viral mutagenesis for
the treatment of mild-to-moderate coronavirus disease 2019 (COVID-
19) in adults with positive results of direct SARS-CoV-2 viral testing
who are at high risk for progression to severe COVID-19, including
hospitalization or death, and for whom alternative COVID-19 treatment
options approved or authorized by FDA are not accessible or clinically
appropriate. LAGEVRIO is not FDA-approved for any use including for
use for the treatment of COVID-19. Prior to initiating treatment with
LAGEVRIO, carefully consider the known and potential risks and
benefits. (1)

LIMITATIONS OF AUTHORIZED USE (1)
¢ LAGEVRIO is not authorized

- for use in patients less than 18 years of age (5.3)

- for initiation of treatment in patients requiring hospitalization due
to COVID-19. Benefit of treatment with LAGEVRIO has not been
observed in subjects when treatment was initiated after
hospitalization due to COVID-19. (2.1)

- for use for longer than 5 consecutive days.

- for pre-exposure or post-exposure prophylaxis for prevention of
COVID-19.

LAGEVRIO may only be prescr bed for an individual patient by
physicians, advanced practice registered nurses, and physician
assistants that are licensed or authorized under state law to prescribe
drugs in the therapeutic class to which LAGEVRIO belongs (i.e., anti-
infectives).

LAGEVRIO is authorized only for the duration of the declaration that
circumstances exist justifying the authorization of the emergency use
of LAGEVRIO under section 564(b)(1) of the Act, 21 U.S.C. § 360bbb-
3(b)(1), unless the authorization is terminated or revoked sooner.

See the box in the beginning of the Full Fact Sheet for details on
mandatory requirements for administration of LAGEVRIO under
emergency use authorization.

See Full Fact Sheet for Healthcare Providers for the justification for
emergency use of drugs during the COVID-19 pandemic, information
on available alternatives, and additional information on COVID-19.

+ 800 mg (four 200 mg capsules) taken orally every 12 hours for 5
days, with or without food. (2.1)

» Take LAGEVRIO as soon as possible after a diagnosis of COVID-19
has been made, and within 5 days of symptom onset. (2.1)

» Completion of the full 5-day treatment course and continued
isolation in accordance with public health recommendations are
important to maximize viral clearance and minimize transmission of
SARS-CoV-2. (2.1)

®* LAGEVRIO is not authorized for use for longer than 5 consecutive
days because the safety and efficacy have not been established.
(2.1)

Capsules: 200 mg (3)

CONTRAINDICATIONS
No contraindications have been identified based on the limited
available data on the emergency use of LAGEVRIO authorized under
this EUA. (4)

e Embryo-Fetal Toxicity: LAGEVRIO is not recommended for use
during pregnancy. (5.1, 8.1, 8.3)

o Hypersensitivity reactions, including anaphylaxis have been reported
with LAGEVRIO. If signs and symptoms of a clinically significant
hypersensitivity reaction or anaphylaxis occur, immediately
discontinue LAGEVRIO. (5.2)

e Bone and Cartilage Toxicity: LAGEVRIO is not authorized for use in
patients less than 18 years of age because it may affect bone and
cartilage growth. (5.3, 8.4, 13.2)

ADVERSE REACTIONS
Most common adverse reactions (incidence = 1%) are diarrhea,
nausea, and dizziness. (6.1)

You or your designee must report all SERIOUS ADVERSE
EVENTS or MEDICATION ERRORS potentially related to
LAGEVRIO (1) by submitting FDA Form 3500 online, (2) by
downloading this form and then submitting by mail or fax, or (3)
contacting the FDA at 1-800-FDA-1088 to request this form.
Please also provide a copy of this form to Merck Sharp & Dohme
Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ USA at 1-
800-672-6372 or Fax 215-616-5677 (6.4)

DRUG INTERACTIONS
No drug interactions have been identified based on the limited
available data on the emergency use of LAGEVRIO authorized under
this EUA. (7)

e Pregnancy: The use of LAGEVRIO is not recommended during
pregnancy. Advise individuals of childbearing potential to use
effective contraception correctly and consistently, as applicable, for
the duration of treatment and for 4 days after the last dose of
LAGEVRIO. (8.1, 8.3)

e Lactation: Breastfeeding is not recommended during treatment and
for 4 days after the last dose of LAGEVRIO. A lactating individual
may consider interrupting breastfeeding and may consider pumping
and discarding breast milk during treatment and for 4 days after the
last dose of LAGEVRIO. (8.2)

See FACT SHEET FOR PATIENTS AND CAREGIVERS.
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FULL FACT SHEET FOR HEALTHCARE PROVIDERS

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF LAGEVRIO UNDER
EMERGENCY USE AUTHORIZATION

In order to mitigate the risks of using this unapproved product under the EUA and to optimize the
potential benefit of LAGEVRIO, the following steps are required. Use of LAGEVRIO under this
EUA is limited to the following (all requirements must be met):

1. Treatment of mild-to-moderate COVID-19 in adults with a positive result of direct severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2) viral testing, who are at high risk
for progression to severe COVID-19, including hospitalization or death and for whom
alternative COVID-19 treatment options approved or authorized by FDA are not
accessible or clinically appropriate [see Limitations of Authorized Use (1)].

2. As the prescribing healthcare provider, review the information contained within the “Fact
Sheet for Patients and Caregivers” with your patient or caregiver prior to the patient
receiving LAGEVRIO. Healthcare providers must provide the patient/caregiver with an
electronic or hard copy of the “Fact Sheet for Patients and Caregivers” prior to the patient
receiving LAGEVRIO and must document that the patient/caregiver has been given an
electronic or hard copy of the “Fact Sheet for Patients and Caregivers”.

3. The prescribing healthcare providers must inform the patient/caregiver that:

i. LAGEVRIO is an unapproved drug that is authorized for use under this
Emergency Use Authorization.

ii.  Other therapeutics are currently approved or authorized for the same use as
LAGEVRIO. [see Emergency Use Authorization (1) - Information Regarding
Available Alternatives for the EUA Authorized Use].

iii. There are benefits and risks of taking LAGEVRIO as outlined in the “Fact
Sheet for Patients and Caregivers.”

iv. Merck Sharp & Dohme has established a pregnancy surveillance program.

v. Females of childbearing potential should use a reliable method of
contraception correctly and consistently, as applicable, for the duration of
treatment and for 4 days after the last dose of LAGEVRIO.

vi. Males of reproductive potential who are sexually active with females of
childbearing potential should use a reliable method of contraception correctly
and consistently during treatment and for at least 3 months after the last
dose.

4. The prescribing healthcare provider must assess whether a female of childbearing
potential is pregnant or not, if clinically indicated [see Warnings and Precautions (5.1) and
Use in Specific Populations (8.3)].

5. Based on findings from animal reproduction studies, LAGEVRIO may cause fetal harm
when administered to pregnant individuals. If LAGEVRIO is used during pregnancy,
prescribing healthcare providers must communicate to the patient the known and potential
benefits and the potential risks of LAGEVRIO use during pregnancy, as outlined in the “Fact
Sheet for Patients and Caregivers” [see Warnings and Precautions (5.1, 5.3), Use in Specific
Populations (8.1, 8.3) and Nonclinical Toxicology (13.1)].

6. If the decision is made to use LAGEVRIO during pregnancy, the prescriber must
document that the known and potential benefits and the potential risks of LAGEVRIO use
during pregnancy, as outlined in the “Fact Sheet for Patients and Caregivers,” were discussed
with the patient.
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7. The prescribing healthcare provider must document that a pregnant individual was made
aware of Merck Sharp & Dohme’s pregnancy surveillance program at 1-877-888-4231 or
pregnancyreporting.msd.com.

a. If the pregnant individual agrees to participate in the pregnancy surveillance
program and allows the prescribing healthcare provider to disclose patient
specific information to Merck Sharp & Dohme, the prescribing healthcare provider
must provide the patient’s name and contact information to Merck Sharp &
Dohme.

8. The prescribing healthcare provider and/or the provider’'s designee is/are responsible for
mandatory reporting of all medication errors and serious adverse events potentially related to
LAGEVRIO within 7 calendar days from the healthcare provider's awareness of the event [see
Adverse Reactions (6.4)].

For information on clinical studies of LAGEVRIO and other therapies for the treatment of
COVID-19, see www.clinicaltrials.gov .

1 EMERGENCY USE AUTHORIZATION
The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization
(EUA) to permit the emergency use of the unapproved product LAGEVRIO™ for treatment of
mild-to-moderate COVID-19 in adults:
o with positive results of direct SARS-CoV-2 viral testing, and
e who are at high risk for progression to severe COVID-19, including hospitalization or
death. Refer to CDC website' for additional details, and for
e whom alternative COVID-19 treatment options approved or authorized by FDA are not
accessible or clinically appropriate.

LIMITATIONS OF AUTHORIZED USE

+ LAGEVRIO is not authorized for use in patients who are less than 18 years of age [see
Warnings and Precautions (5.3)].

+ LAGEVRIO is not authorized for initiation of treatment in patients hospitalized due to COVID-
192. Benefit of treatment with LAGEVRIO has not been observed in subjects when treatment
was initiated after hospitalization due to COVID-19 [see Dosing and Administration (2.1)].

+ LAGEVRIO is not authorized for use for longer than 5 consecutive days.

* LAGEVRIO is not authorized for pre-exposure or post-exposure prophylaxis for prevention of
COVID-19.

LAGEVRIO may only be prescribed for an individual patient by physicians, advanced practice
registered nurses, and physician assistants that are licensed or authorized under state law to
prescribe drugs in the therapeutic class to which LAGEVRIO belongs (i.e., anti-infectives).

LAGEVRIO is not approved for any use, including for use for the treatment of COVID-19.
Prior to initiating treatment with LAGEVRIO, carefully consider the known and potential risks and

benefits [see Warnings and Precautions (5.1, 5.3), Use in Specific Populations (8.1, 8.3) and
Nonclinical Toxicology (13.1)].

! https://www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-

conditions html . Healthcare providers should consider the benefit-risk for an individual patient.

2 Should a patient require hospitalization after starting treatment with LAGEVRIO, the patient may
complete the full 5 day treatment course per the healthcare provider’'s discretion.
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LAGEVRIO is authorized only for the duration of the declaration that circumstances exist
justifying the authorization of the emergency use of LAGEVRIO under section 564(b)(1) of the
Act, 21 U.S.C. § 360bbb-3(b)(1), unless the authorization is terminated or revoked sooner.

Justification for Emergency Use of Drugs During the COVID-19 Pandemic
There is currently an outbreak of Coronavirus Disease 2019 (COVID-19) caused by SARS-CoV-
2, a novel coronavirus. The Secretary of HHS has declared that:

e A public health emergency related to COVID-19 has existed since January 27, 2020.
e Circumstances exist justifying the authorization of emergency use of drugs and biological
products during the COVID-19 pandemic (March 27, 2020 declaration).

An EUA is a FDA authorization for the emergency use of an unapproved product or unapproved
use of an approved product (i.e., drug, biological product, or device) in the United States under
certain circumstances including, but not limited to, when the Secretary of HHS declares that there
is a public health emergency that affects the national security or the health and security of United
States citizens living abroad, and that involves biological agent(s) or a disease or condition that
may be attributable to such agent(s). Criteria for issuing an EUA include:

e The biological agent(s) can cause a serious or life-threatening disease or condition;
e Based on the totality of the available scientific evidence (including data from adequate
and well-controlled clinical trials, if available), it is reasonable to believe that
e the product may be effective in diagnosing, treating, or preventing the serious or life-
threatening disease or condition; and
e the known and potential benefits of the product - when used to diagnose, prevent, or
treat such disease or condition - outweigh the known and potential risks of the
product, taking into consideration the material threat posed by the biological agent(s);
e There is no adequate, approved, and available alternative to the product for diagnosing,
preventing, or treating the serious or life-threatening disease or condition.

APPROVED AVAILABLE ALTERNATIVES

Veklury (remdesivir) is FDA-approved for the treatment of COVID-19 in adults and pediatric
patients (12 years of age and older weighing at least 40 kg) with positive results of direct SARS-
CoV-2 viral testing, who are not hospitalized and have mild-to-moderate COVID-19, and who are
at high risk for progression to severe COVID-19, including hospitalization or death. Veklury is
administered via intravenous infusion for a total treatment duration of 3 days.

Although Veklury is an approved alternative treatment of mild-to-moderate COVID-19 in adults
with positive results of direct SARS-CoV-2 viral testing, and who are at high risk for progression
to severe COVID-19, including hospitalization or death, FDA does not consider Veklury to be an
adequate alternative to LAGEVRIO for this authorized use because it may not be feasible or
practical for certain patients (e.g., it requires an intravenous infusion daily for three days).

Other therapeutics are currently authorized for the same use as LAGEVRIO. For additional
information on all products authorized for treatment or prevention of COVID-19, please see
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-
framework/emergency-use-authorization .

For information on clinical studies of LAGEVRIO and other therapies for the treatment of COVID-
19, see www.clinicaltrials.gov.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage for Emergency Use of LAGEVRIO in Adult Patients
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The dosage in adult patients is 800 mg (four 200 mg capsules) taken orally every 12 hours for 5
days, with or without food [see Clinical Pharmacology (12.3)]. Take LAGEVRIO as soon as
possible after a diagnosis of COVID-19 has been made, and within 5 days of symptom onset [see
Emergency Use Authorization (1) and Clinical Studies (14)].

Completion of the full 5-day treatment course and continued isolation in accordance with public
health recommendations are important to maximize viral clearance and minimize transmission of
SARS-CoV-2 [see Patient Counseling Information (17)].

LAGEVRIO is not authorized for use for longer than 5 consecutive days because the safety and
efficacy have not been established.

If the patient misses a dose of LAGEVRIO within 10 hours of the time it is usually taken, the
patient should take it as soon as possible and resume the normal dosing schedule. If the patient
misses a dose by more than 10 hours, the patient should not take the missed dose and instead
take the next dose at the regularly scheduled time. The patient should not double the dose to
make up for a missed dose.

Should a patient require hospitalization after starting treatment with LAGEVRIO, the patient may
complete the full 5 day treatment course per the healthcare provider’s discretion.

2.2 Dosage Adjustments in Specific Populations
No dosage adjustment is recommended based on renal or hepatic impairment or in geriatric
patients [see Use in Specific Populations (8.5, 8.6, 8.7)].

3 DOSAGE FORMS AND STRENGTHS
Capsules: 200 mg, Swedish Orange opaque size 0 capsules. The capsules have the corporate
logo and “82” printed in white ink.

4 CONTRAINDICATIONS
No contraindications have been identified based on the limited available data on the emergency
use of LAGEVRIO authorized under this EUA.

5 WARNINGS AND PRECAUTIONS
There are limited clinical data available for LAGEVRIO. Serious and unexpected adverse events
may occur that have not been previously reported with LAGEVRIO use.

5.1 Embryo-Fetal Toxicity

Based on findings from animal reproduction studies, LAGEVRIO may cause fetal harm when
administered to pregnant individuals. There are no available human data on the use of
LAGEVRIO in pregnant individuals to evaluate the risk of major birth defects, miscarriage or
adverse maternal or fetal outcomes; therefore, LAGEVRIO is not recommended for use during
pregnancy. When considering LAGEVRIO for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
LAGEVRIO during pregnancy to the pregnant individual. LAGEVRIO is authorized to be
prescribed to a pregnant individual only after the healthcare provider has determined that the
benefits would outweigh the risks for that individual patient. If the decision is made to use
LAGEVRIO during pregnancy, the prescribing healthcare provider must document that the known
and potential benefits and the potential risks of using LAGEVRIO during pregnancy were
communicated to the pregnant individual.

Advise individuals of childbearing potential of the potential risk to a fetus and to use an effective
method of contraception correctly and consistently, as applicable, during treatment with
LAGEVRIO and for 4 days after the final dose [see Use in Specific Populations (8.1, 8.3 and
Nonclinical Toxicology (13.1)].
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Prior to initiating treatment with LAGEVRIO, assess whether an individual of childbearing
potential is pregnant or not, if clinically indicated. Pregnancy status does not need to be
confirmed in patients who have undergone permanent sterilization, are currently using an
intrauterine system or contraceptive implant, or in whom pregnancy is not possible. In all other
patients, assess whether the patient is pregnant based on the first day of last menstrual period in
individuals who have regular menstrual cycles, is using a reliable method of contraception
correctly and consistently or have had a negative pregnancy test. A pregnancy test is
recommended if the individual has irregular menstrual cycles, is unsure of the first day of last
menstrual period or is not using effective contraception correctly and consistently [see Box].

5.2 Hypersensitivity Including Anaphylaxis

Hypersensitivity reactions, including anaphylaxis, have been reported with LAGEVRIO. If signs
and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis occur,
immediately discontinue LAGEVRIO and initiate appropriate medications and/or supportive care.

5.3 Bone and Cartilage Toxicity

LAGEVRIO is not authorized for use in patients less than 18 years of age because it may affect
bone and cartilage growth. Bone and cartilage toxicity was observed in rats after repeated dosing
[see Nonclinical Toxicity (13.2)]. The safety and efficacy of LAGEVRIO have not been established
in pediatric patients [see Use in Specific Populations (8.4)].

6 ADVERSE REACTIONS

6.1 Adverse Reactions from Clinical Studies

The following adverse reactions have been observed in the clinical study of LAGEVRIO that
supported the EUA. The adverse reaction rates observed in these clinical trials cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the rates observed in
practice. Additional adverse events associated with LAGEVRIO may become apparent with more
widespread use.

Overall, more than 900 subjects have been exposed to LAGEVRIO 800 mg twice daily in clinical
trials. The safety assessment of LAGEVRIO is primarily based on an analysis from subjects
followed through Day 29 in the Phase 3 study in non-hospitalized subjects with COVID-19
(MOVe-OUT) [see Clinical Studies (14)].

The safety of LAGEVRIO was evaluated based on an analysis of a Phase 3 double-blind trial
(MOVe-0OUT) in which 1,411 non-hospitalized subjects with COVID-19 were randomized and
treated with LAGEVRIO (N=710) or placebo (N=701) for up to 5 days. Adverse events were those
reported while subjects were on study intervention or within 14 days of study intervention
completion/discontinuation.

Discontinuation of study intervention due to an adverse event occurred in 1% of subjects
receiving LAGEVRIO and 3% of subjects receiving placebo. Serious adverse events occurred in
7% of subjects receiving LAGEVRIO and 10% receiving placebo; most serious adverse events
were COVID-19 related. Adverse events leading to death occurred in 2 (<1%) subjects receiving
LAGEVRIO and 12 (2%) of subjects receiving placebo.

The most common adverse reactions in the LAGEVRIO treatment group in MOVe-OUT are
presented in Table 1, all of which were Grade 1 (mild) or Grade 2 (moderate).

Table 1: Adverse Reactions Occurring in Greater Than or Equal to 1% of Subjects
Receiving LAGEVRIO in MOVe-OUT*

LAGEVRIO Placebo
N=710 N=701
Diarrhea 2% 2%
Nausea 1% 1%
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Dizziness | 1% | 1%

*Frequencies of adverse reactions are based on all adverse events attributed to study
intervention by the investigator.

Laboratory Abnormalities

Selected Grade 3 and 4 laboratory abnormalities in chemistry (alanine aminotransferase,
aspartate aminotransferase, creatinine, and lipase) and hematology (hemoglobin, platelets, and
leukocytes) parameters all occurred at a rate of less than or equal to 2% and occurred at a similar
rate across arms in MOVe-OUT.

6.2 Post-Authorization Experience

The following adverse reactions have been identified during post-authorization use of
LAGEVRIO. Because these reactions are reported voluntarily from a population of uncertain size,
it is not always possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

Immune System Disorders
hypersensitivity, anaphylaxis, angioedema [see Warnings and Precautions (5.2)]

Skin and Subcutaneous Tissue Disorders
erythema, rash, urticaria

6.4 Required Reporting for Serious Adverse Events and Medication Errors

The prescribing healthcare provider and/or the provider’s designee is/are responsible for
mandatory reporting of all serious adverse events* and medication errors potentially related to
LAGEVRIO within 7 calendar days from the healthcare provider's awareness of the event, using
FDA Form 3500 (for information on how to access this form, see below). The FDA requires that
such reports, using FDA Form 3500, include the following:

e Patient demographics and baseline characteristics (e.g., patient identifier, age or date of
birth, gender, weight, ethnicity, and race)

e A statement "LAGEVRIO use for COVID-19 under Emergency Use Authorization (EUA)”
under the “Describe Event, Problem, or Product Use/Medication Error” heading

e Information about the serious adverse event or medication error (e.g., signs and
symptoms, test/laboratory data, complications, timing of drug initiation in relation to the
occurrence of the event, duration of the event, treatments required to mitigate the event,
evidence of event improvement/disappearance after stopping or reducing the dosage,
evidence of event reappearance after reintroduction, clinical outcomes).

e Patient’s preexisting medical conditions and use of concomitant products

¢ Information about the product (e.g., dosage, route of administration, NDC #).

Submit adverse event and medication error reports, using Form 3500, to FDA MedWatch using
one of the following methods:

e Complete and submit the report online: www.fda.gov/medwatch/report.htm
e Complete and submit a postage-paid FDA Form 3500
(https://www.fda.gov/media/76299/download) and return by:
o Mail to MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787, or
o Faxto 1-800-FDA-0178, or
e Call 1-800-FDA-1088 to request a reporting form

In addition, please provide a copy of all FDA MedWatch forms to:

Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ USA
Fax: 215-616-5677

E-mail: dpoc.usa@msd.com
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The prescribing healthcare provider and/or the provider’s designee is/are responsible for
mandatory responses to requests from FDA for information about adverse events and medication
errors following receipt of LAGEVRIO.

*Serious adverse events are defined as:

Death;

A life-threatening adverse event;

Inpatient hospitalization or prolongation of existing hospitalization;

A persistent or significant incapacity or substantial disruption of the ability to conduct
normal life functions;

A congenital anomaly/birth defect;

e Other important medical event, which may require a medical or surgical intervention to
prevent death, a life-threatening event, hospitalization, disability, or congenital anomaly.

6.5 Other Reporting Requirements
Healthcare facilities and providers will report therapeutics information and utilization data as
directed by the U.S. Department of Health and Human Services.

7 DRUG INTERACTIONS

No drug interactions have been identified based on the limited available data on the emergency
use of LAGEVRIO authorized under this EUA. No clinical drug-drug interaction trials of
LAGEVRIO with concomitant medications, including other treatments for mild-to-moderate
COVID-19, have been conducted [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Surveillance Program

There is a pregnancy surveillance program that monitors pregnancy outcomes in individuals
exposed to LAGEVRIO during pregnancy. The prescribing healthcare provider must document
that a pregnant individual was made aware of Merck Sharp & Dohme’s pregnancy surveillance
program at 1-877-888-4231 or pregnancyreporting.msd.com. If the pregnant individual agrees to
participate in the pregnancy surveillance program and allows the prescribing healthcare provider
to disclose patient specific information to Merck Sharp & Dohme, the prescribing healthcare
provider must provide the patient’'s name and contact information to Merck Sharp & Dohme.
Pregnant individuals exposed to LAGEVRIO can also report the exposure by contacting Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ USA at 1-877-888-4231
or pregnancyreporting.msd.com.

Risk Summary
Based on animal data, LAGEVRIO may cause fetal harm when administered to pregnant

individuals. There are no available human data on the use of LAGEVRIO in pregnant individuals
to evaluate the risk of major birth defects, miscarriage or adverse maternal or fetal outcomes;
therefore, LAGEVRIO is not recommended during pregnancy [see Box and Warnings and
Precautions (5.1)]. In an animal reproduction study, oral administration of molnupiravir to
pregnant rats during the period of organogenesis resulted in embryofetal lethality and
teratogenicity at 8 times the human NHC (N4-hydroxycytidine) exposures at the recommended
human dose (RHD) and reduced fetal growth at = 3 times the human NHC exposure at the RHD.
Oral administration of molnupiravir to pregnant rabbits during the period of organogenesis
resulted in reduced fetal body weights at 18 times the human NHC exposure at the RHD (see
Data). When considering LAGEVRIO for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
LAGEVRIO during pregnancy to the pregnant individual. LAGEVRIO may only be prescribed to a
pregnant individual after the prescribing healthcare provider has determined that the benefits
would outweigh the risks for that individual patient. If the decision is made to use LAGEVRIO
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during pregnancy, the prescribing healthcare provider must document that the known and
potential benefits and potential risks of using LAGEVRIO during pregnancy were communicated
to the pregnant individual [see Box]. There are maternal and fetal risks associated with untreated
COVID-19 in pregnancy (see Clinical Considerations).

The estimated background risk of major birth defects and miscarriage for the indicated population
is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

COVID-19 in pregnancy is associated with adverse maternal and fetal outcomes, including
preeclampsia, eclampsia, preterm birth, premature rupture of membranes, venous
thromboembolic disease, and fetal death.

Data

Animal Data

In an embryofetal development (EFD) study in rats, molnupiravir was administered orally to
pregnant rats at 0, 100, 250, or 500 mg/kg/day from gestation days (GDs) 6 to 17. Molnupiravir
was also administered orally to pregnant rats at up to 1,000 mg/kg/day from GDs 6 to 17 in a
preliminary EFD study. Developmental toxicities included post-implantation losses, malformations
of the eye, kidney, and axial skeleton, and rib variations at 1,000 mg/kg/day (8 times the human
NHC exposure at the RHD) and decreased fetal body weights and delayed ossification at 2500
mg/kg/day (3 times the human NHC exposure at the RHD). There were no developmental
toxicities at <250 mg/kg/day (less than the human NHC exposure at the RHD). Maternal toxicities
included decreased food consumption and body weight losses, resulting in the early sacrifice of
two of sixteen animals at 1,000 mg/kg/day, and decreased body weight gain at 500 mg/kg/day.

In an EFD study in rabbits, molnupiravir was administered orally to pregnant rabbits at 0, 125,
400, or 750 mg/kg/day from GDs 7 to 19. Developmental toxicity was limited to reduced fetal
body weights at 750 mg/kg/day (18 times the human NHC exposures at the RHD). There was no
developmental toxicity at <400 mg/kg/day (7 times the human NHC exposures at the RHD).
Maternal toxicities included reduced food consumption and body weight gains, and abnormal
fecal output at 750 mg/kg/day.

In a pre- and post-natal developmental study, molnupiravir was administered orally to female rats
at doses up to 500 mg/kg/day (similar to the human NHC exposure at the RHD) from GD6
through lactation day 20. No effects were observed in offspring.

8.2 Lactation

Risk Summary

There are no data on the presence of molnupiravir or its metabolites in human milk. NHC was
detected in the plasma of nursing pups from lactating rats administered molnupiravir (see Data). It
is unknown whether molnupiravir has an effect on the breastfed infant or effects on milk
production.

Based on the potential for adverse reactions in the infant from LAGEVRIO, breastfeeding is not
recommended during treatment with LAGEVRIO and for 4 days after the final dose. A lactating
individual may consider interrupting breastfeeding and may consider pumping and discarding
breast milk during treatment and for 4 days after the last dose of LAGEVRIO [see Warnings and
Precautions (5.1, 5.3)].

Data

When molnupiravir was administered to lactating rats at 2250 mg/kg/day in the pre- and post-
natal development study, NHC was detected in plasma of nursing pups.

10
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8.3 Females and Males of Reproductive Potential
Based on animal studies, LAGEVRIO may cause fetal harm when administered to a pregnant
individual.

Pregnancy Testing
Prior to initiating treatment with LAGEVRIO, assess whether an individual of childbearing
potential is pregnant or not, if clinically indicated [see Warnings and Precautions (5.1)].

Contraception
Females

Advise individuals of childbearing potential to use a reliable method of contraception correctly and
consistently, as applicable for the duration of treatment and for 4 days after the last dose of
LAGEVRIO [see Warnings and Precautions (5.1)].

Males

While the risk is regarded as low, nonclinical studies to fully assess the potential for LAGEVRIO
to affect offspring of treated males have not been completed. Advise sexually active individuals
with partners of childbearing potential to use a reliable method of contraception correctly and
consistently during treatment and for at least 3 months after the last dose of LAGEVRIO.

The risk beyond three months after the last dose of LAGEVRIO is unknown. Studies to
understand the risk beyond three months are ongoing.

Molnupiravir was equivocal (neither clearly positive nor negative) in one in vivo mutagenicity
assay of reticulocytes and RBCs which are used to reflect prior effects on hematopoietic stem
cells in bone marrow. Molnupiravir was not mutagenic when assessed in a second in vivo assay
of liver (somatic cells) and bone marrow (somatic cells and stem cells) from transgenic rats
administered molnupiravir for 28 days. In contrast to somatic cells, germ cells (eggs and sperm)
pass genetic information from generation to generation. A planned study of male testicular germ
cells from transgenic rats will assess the potential for molnupiravir to affect offspring of treated
males [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

LAGEVRIO is not authorized for use in patients less than 18 years of age.

Bone and cartilage toxicity were observed in a 3-month, repeat-dose toxicology study in rats. The
safety and efficacy of LAGEVRIO have not been established in pediatric patients [see Warnings
and Precautions (5.3) and Nonclinical Toxicology (13.2)].

8.5 Geriatric Use
In MOVe-OUT, there was no difference in safety and tolerability between patients 265 years of age

and younger patients who were treated with LAGEVRIO. No dosage adjustment is recommended
based on age. The PK of NHC was similar in geriatric patients compared to younger patients [see
Clinical Pharmacology (12.3)].

8.6 Renal Impairment

No dosage adjustment in patients with any degree of renal impairment is recommended. Renal
clearance is not a meaningful route of elimination for NHC. Mild or moderate renal impairment did
not have a meaningful impact on the PK of NHC. While the PK of NHC has not been evaluated in
patients with eGFR less than 30 mL/min/1.73m?2 or on dialysis, severe renal impairment, and end-
stage renal disease (ESRD) are not expected to have a significant effect on NHC exposure [see
Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dosage adjustment in patients with hepatic impairment is recommended. Preclinical data
indicate that hepatic elimination is not expected to be a major route of NHC elimination therefore,
hepatic impairment is unlikely to affect NHC exposure [see Clinical Pharmacology (12.3)].

11
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10 OVERDOSAGE

There is no human experience of overdosage with LAGEVRIO. Treatment of overdose with
LAGEVRIO should consist of general supportive measures including the monitoring of the clinical
status of the patient. Hemodialysis is not expected to result in effective elimination of NHC.

11 DESCRIPTION

LAGEVRIO capsules contain molnupiravir, a nucleoside analogue that inhibits SARS-CoV-2
replication by viral mutagenesis and is the 5 -isobutyrate ester of the ribonucleoside analog N4-
hydroxycytidine (NHC).

The chemical name for molnupiravir is {(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(4Z)-4-(hydroxyimino)-2-
0x0-3,4-dihydropyrimidin-1(2H)-ylJoxolan-2-yl}methyl 2-methylpropanoate. It has an empirical
formula of C13H19N3O7 and its molecular weight is 329.31 g/mol. Its structural formula is:

c|>|-|
H
0 N N
0 Y
0
CHs ; 9
HO OH

Molnupiravir is a white to off-white powder that is soluble in water.

Each LAGEVRIO capsule, for oral use, contains 200 mg of molnupiravir and the following inactive
ingredients: croscarmellose sodium, hydroxypropyl cellulose, magnesium stearate and
microcrystalline cellulose and purified water. The capsule shell is made of hypromellose, red iron
oxide and titanium dioxide. The capsule is printed with white ink made of butyl alcohol,
dehydrated alcohol, isopropy! alcohol, potassium hydroxide, propylene glycol, purified water,
shellac, strong ammonia solution and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Molnupiravir is a prodrug with antiviral activity against SARS-CoV-2. It is metabolized to the
cytidine nucleoside analogue, NHC which distributes into cells where NHC is phosphorylated to
form the pharmacologically active ribonucleoside triphosphate (NHC-TP). NHC-TP incorporation
(as NHC-monophosphate [NHC-MP]) into SARS-CoV-2 RNA by the viral RNA polymerase
(nsp12) results in an accumulation of errors in the viral genome leading to inhibition of
replication. The mechanism of action (known as viral error catastrophe or viral lethal
mutagenesis) is supported by biochemical and cell culture data, studies of SARS-CoV-2
infection in animal models, and analyses of SARS-CoV-2 genome sequences in human
subjects treated with LAGEVRIO.

12.2 Pharmacodynamics
The relationship between NHC and intracellular NHC-TP with antiviral efficacy has not been
evaluated clinically.

12.3 Pharmacokinetics

Molnupiravir is a 5 -isobutyrate prodrug of NHC that is hydrolyzed during or after absorption.
NHC, the primary circulating analyte, is taken up by cells and anabolized to NHC-TP. NHC is

12
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eliminated by metabolism to uridine and/or cytidine through the same pathways involved in
endogenous pyrimidine metabolism. NHC pharmacokinetics are shown in Table 2.

Table 2: Pharmacokinetics of NHC After Multiple Oral Administration of 800 mg LAGEVRIO
Every 12 Hours

NHC Geometric Mean (%CV)
Pharmacokinetics in Patients
AUCo-12nr (ng*hr/mL)" 8260 (41.0)
Cmax (ng/mL)’ 2330 (36.9)
Ciznr (ng/mL) 31.1 (124)
Pharmacokinetics in Healthy Subjects
AUCo-12hr (ng*hr/mL) 8330 (17.9)
Cmax (ng/mL) 2970 (16.8)
Caznr (ng/mL) 16.7 (42.8)
AUC Accumulation Ratio 1.09 (11.8)
Absorption
Tmax (hr)t 1.50 [1.00 — 2.02]
Effect of Food | 35% reduction in Cmax, no effect on
AUC
Distribution
Plasma Protein Binding (in vitro) 0%
Apparent Volume of Distribution (L)’ 142
Elimination
Effective t12 (hr) 3.3
Apparent Clearance (L/hr)’ 76.9
Fraction of dose excreted in urine over the time 3% (81.6%)
interval of 0-12 hours
Values were obtained from a Phase 1 study of healthy subjects, unless otherwise indicated.
“Values were obtained from population PK analysis.
TMedian [min - max]

Specific Populations
Population PK analysis results indicated that age, sex, race, ethnicity, or disease severity do not
meaningfully influence the PK of NHC.

Pediatric Patients
LAGEVRIO has not been studied in pediatric patients.

Patients with Renal Impairment

Renal clearance is not a meaningful route of elimination for NHC. In a population PK analysis,
mild or moderate renal impairment did not have a meaningful impact on the PK of NHC. The PK
of molnupiravir and NHC has not been evaluated in patients with eGFR less than 30
mL/min/1.73m?2 or on dialysis.

Patients with Hepatic Impairment

The PK of molnupiravir and NHC has not been evaluated in patients with moderate and severe
hepatic impairment. Preclinical data indicate that hepatic elimination is not expected to be a major
route of NHC elimination; therefore, hepatic impairment is unlikely to affect NHC exposure.

Drug Interaction Studies

In vitro study results indicated that molnupiravir and NHC are not substrates of CYP enzymes or
human P-gp and BCRP transporters. In vitro study results also indicated that molnupiravir and
NHC are not inhibitors of CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, and 3A4 or inhibitors of
OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATE1, MATE2K, MRP2, MDR1 and BCRP

13
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or inducers of CYP1A2, 2B6, and 3A4. The interaction between molnupiravir with concomitant
medications, including other treatments for mild-to-moderate COVID-19, has not been evaluated.

12.4 Microbiology
Antiviral Activity

NHC, the nucleoside analogue metabolite of molnupiravir, was active in cell culture assays
against SARS-CoV-2 with 50% effective concentrations (ECso values) ranging between 0.67 to
2.66 pM in A-549 cells and 0.32 to 2.03 pyM in Vero E6 cells. NHC had similar activity against
SARS-CoV-2 variants Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1), Delta (B.1.617.2), Lambda
(C.37), Mu (B.1.621) and Omicron (B.1.1.529/BA.1 and BA.1.1),with ECso values of 0.95-2.6 uM .
NHC had non-antagonistic antiviral activity with remdesivir against SARS-CoV-2 in cell culture.

Resistance

No amino acid substitutions in SARS-CoV-2 associated with resistance to NHC have been
identified in Phase 2 clinical trials evaluating LAGEVRIO for the treatment of COVID-19. Studies
to evaluate selection of resistance to NHC with SARS-CoV-2 in cell culture have not been
completed. Resistance selection studies have been conducted with other coronaviruses (MHV
and MERS-CoV) and showed a low likelihood of resistance development to NHC. Following 30
passages in cell culture, only a 2-fold decrease in susceptibility was observed and no NHC
resistance-associated amino acid substitutions were identified.

In clinical trials, encoded amino acid changes (substitutions, deletions or insertions) were more
likely to be detected in viral sequences in subjects treated with LAGEVRIO compared to placebo.
In a small number of subjects amino acid changes in the spike protein occurred at positions
targeted by monoclonal antibodies and vaccines. The clinical and public health significance of
these changes are unknown.

Cross-Resistance

NHC retained activity in cell culture against virus with polymerase (nsp 12) substitutions (e.g.,
F480L, V557L and E802D) associated with decreased remdesivir susceptibility, indicating a lack
of cross-resistance.

Activity against SARS-CoV-2 in animal models

The antiviral activity of molnupiravir has been demonstrated in mouse, hamster, and ferret
models of SARS-CoV-2 infection when dosing was administered prior to or within 1-2 days after
viral challenge. In SARS-CoV-2 infected ferrets, molnupiravir significantly reduced SARS-CoV-2
viral titers in the upper respiratory tract and completely inhibited viral spread to untreated contact
animals. In SARS-CoV-2 infected Syrian hamsters, molnupiravir reduced viral RNA and infectious
virus titers in the lungs of animals. Histopathological analysis of lung tissue harvested after
infection showed significantly reduced SARS-CoV-2 viral antigen levels and a lower abundance
of pulmonary lesions in molnupiravir-treated animals compared with controls.

In Vitro Cytotoxicity

NHC, the nucleoside analogue metabolite of molnupiravir, had variable cytotoxicity against
different mammalian cell types with CCso values ranging from 7.5 yM (human lymphoid CEM cell
line) to >100 uM, in 3-day exposure assays. Molnupiravir inhibited the proliferation of human
bone marrow progenitor cells with CCso values of 24.9 yM and 7.7 uM for erythroid and myeloid
progenitor proliferation, respectively, in 14-day colony formation assays.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

A mouse carcinogenicity study with molnupiravir is ongoing.

Mutagenesis

14



0804WX

Molnupiravir and NHC were positive in the in vitro bacterial reverse mutation assay (Ames assay)
with and without metabolic activation. Molnupiravir was studied in two in vivo rodent mutagenicity
models. The in vivo Pig-a mutagenicity assay gave equivocal results. Molnupiravir was negative
in the in vivo Big Blue® (cll Locus) transgenic rodent mutagenicity assay. Molnupiravir was
negative for induction of chromosomal damage in in vitro micronucleus (with and without
metabolic activation) and in vivo rat micronucleus assays. To assess effects on germ cells, a
transgenic rodent male germ cell mutagenicity assay is planned.

Based on the totality of the available genotoxicity data and the duration of treatment (5 days),
molnupiravir is low risk for genotoxicity.

Impairment of Fertility

There were no effects on fertility, mating performance or early embryonic development when
molnupiravir was administered to female or male rats at NHC exposures approximately 2 and 6
times, respectively, the human NHC exposure at the RHD.

13.2 Animal Toxicology and/or Pharmacology

Bone and cartilage toxicity changes resulting in impaired transformation of growth cartilage into
new bone were observed in the femur and tibia of rats in a 3-month toxicity study at = 500
mg/kg/day (5 times the human NHC exposure at the RHD). There was no bone or cartilage
toxicity in a 1-month toxicity study in rats up to 500 mg/kg/day (4 and 8 times the human NHC
exposure at the RHD in females and males, respectively), in dogs dosed for 14 days up to 50
mg/kg/day (similar to the human NHC exposure at the RHD), or in a 1-month toxicity study in
mice up to 2,000 mg/kg/day (19 times the human NHC exposure at the RHD).

Growth cartilage is not present in mature skeletons, therefore the bone and cartilage findings are
not relevant for adult humans but may be relevant for pediatric patients [see Warnings and
Precautions (5.3) and Use in Specific Populations (8.4)].

Reversible, dose-related bone marrow toxicity affecting all hematopoietic cell lines was observed
in dogs at 217 mg/kg/day (less than the human NHC exposure at the RHD). Mild decreases in
peripheral blood cell and platelet counts were seen after 7 days of molnupiravir treatment
progressing to more severe hematological changes after 14 days of treatment. Neither bone
marrow nor hematological toxicity was observed in a 1-month toxicity study in mice up to 2,000
mg/kg/day (19 times the human NHC exposure at the RHD) and a 3-month toxicity study in rats
up to 1,000 mg/kg/day (9 and 15 times the human NHC exposure at the RHD in females and
males, respectively).

14 CLINICAL STUDIES

Clinical data supporting this EUA are based on data from 1,433 randomized subjects in the
Phase 3 MOVe-OUT trial (NCT04575597). MOVe-OUT is a randomized, placebo-controlled,
double-blind clinical trial studying LAGEVRIO for the treatment of non-hospitalized patients with
mild-to-moderate COVID-19 who are at risk for progressing to severe COVID-19 and/or
hospitalization. Eligible subjects were 18 years of age and older and had one or more pre-defined
risk factors for disease progression: over 60 years of age, diabetes, obesity (BMI 230), chronic
kidney disease, serious heart conditions, chronic obstructive pulmonary disease, or active cancer.
The study included symptomatic subjects not vaccinated against SARS-CoV-2 and who had
laboratory confirmed SARS-CoV-2 infection and symptom onset within 5 days of randomization.
Subjects were randomized 1:1 to receive 800 mg of LAGEVRIO or placebo orally twice daily for 5
days.

At baseline, in all randomized subjects, the median age was 43 years (range:18 to 90); 17% of
subjects were over 60 years of age and 3% were 75 years of age or older; 49% of subjects were
male; 57% were White, 5% Black or African American, 3% Asian, 50% Hispanic or Latino. The
majority of subjects were enrolled from sites in Latin America (46%) and Europe (33%); 12%
were enrolled in Africa, 6% were enrolled in North America and 3% were enrolled in Asia. Forty-
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eight percent of subjects received LAGEVRIO or placebo within 3 days of COVID-19 symptom
onset. The most common risk factors were obesity (74%), over 60 years of age (17%), and
diabetes (16%). Among 792 subjects (55% of total randomized population) with available
baseline SARS-CoV-2 variant/clade identification results, 58% were infected with Delta
(B.1.617.2 and AY lineages), 20% were infected with Mu (B.1.621), 11% were infected with
Gamma (P.1), and the remainder were infected with other variants/clades. Overall, baseline
demographic and disease characteristics were well balanced between the treatment arms.

Table 3 provides the results of the primary endpoint (the percentage of subjects who were
hospitalized or died through Day 29 due to any cause). The efficacy results are based on
unvaccinated adults who were 18 years of age and older and had one or more pre-defined risk

factors for disease progression: over 60 years of age, diabetes, obesity (BMI =30), chronic kidney

disease, serious heart conditions, chronic obstructive pulmonary disease, or active cancer.
Please refer to Figure 1 for results by certain subgroups. These subgroup analyses are
considered exploratory. Data are not available in certain subgroups of subjects who are at high
risk for progression to severe COVID-19 as defined by CDC.

Table 3. Efficacy Results in Non-Hospitalized Adults with COVID-19*

LAGEVRIO Placebo Adjusted Risk Difference
(N=709) (N=699) % (95% Cl)
n (%) n (%)
All-cause hospitalization 224 hours for acute care or death through Day 29
48 (6.8%) 68 (9.7%) -3.0% (-5.9%, -0.1%)
All-cause mortality through Day 29
1(0.1%) 9 (1.3%)

*The determination of primary efficacy was based on a planned interim analysis of 762 subjects. At the
interim analysis, 7.3% of patients who received LAGEVRIO were either hospitalized or died through Day
29 (28/385), compared with 14.1% of placebo-treated patients (53/377). The adjusted risk difference was
-6.8% with a 95% ClI of (-11.3%, -2.4%) and 2-sided p-value = 0.0024.

Adjusted relative risk reduction of LAGEVRIO compared to placebo for all randomized subjects was 30%
(95% Cl: 1%, 51%).

Analyses are adjusted by the stratification factor of time of COVID-19 symptom onset (<3 days vs. >3 [4-
5] days).

Figure 1. Subgroup Efficacy Results in Non-Hospitalized Adults with COVID-19 - All-
Randomized Subjects
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Difference (%) # Events/Subjects Risk Difference
LAGEVRIO Placebo % (95% CI)
Time from Symptom Onset to ‘

Randomization

< 3 days I—H 25/339 28/335 -1.0(-5.2,3.2)
> 3 days [ 23/370 40/364 4.8(-9.0,-0.7)

Age |
<60 years e 36/591 52/572 3.0 (-6.1, 0.0)
> 60 years I—O‘—| 12/118 16/127 -2.4 (-10.6, 5.8)

Sex |
Male |—0‘—| 32/330 41/355 -1.9 (-6.5, 2.8)
Female M 16/379 27/344 -3.6 (-74, -0.2)

Obesity (BMI > 30) |
Yes I-Q-I‘ 29/535 46/507 -3.7 (-6.9, -0.5)
No —e— 19/174 22/192 05(-7.1,6.2)

Diabetes Mellitus ‘
Yes e 17/107 17/117 14(-82,11.1)
No I-Q-I\ 31/602 51/582 -3.6 (-6.6, -0.7)

Baseline COVID Severity \
Mild [ 19/395 27/376 24(-5.9,1.0)
Moderate o 29/311 40/321 3.1(-8.1, 1.8)

Most Common Baseline Clades \

20J (Gamma) f——— \ 0/37 9/47 -19.1 (-32.6, -8.9)

21A, 211, 217 (Delta) o4 18/237 22/221 2.4(-7.8,2.9)
21H (Mu) e 6/75 13/82 -7.9(-18.5, 2.6)
Other —e—1— 5/47 7/38 7.8(-24.4,7.4)

Baseline Antibody Status ‘
Positive Heo 5/136 2/146 23(-1.7,7.1)
Negative o 39/541 64/520 -5.1(-8.8,-1.6)

T T T
-30 -20 -10 0 10

LAGEVRIO «+ Favor — Placebo

The corresponding confidence interval is based on Miettinen & Nurminen method.

The modified intent-to-treat population is the efficacy analysis population.

Baseline serum samples were evaluated with the Roche Elecsys anti-N assay to test for the presence of antibodies (IgM,
IgG and IgA) against the SARS-CoV-2 nucleocapsid protein.

The findings of these subgroup analyses are considered exploratory.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
LAGEVRIO capsules are supplied as follows:

Contents Description How Supplied NDC
200 mg molnupiravir | Swedish Orange 40 count bottles NDC-0006-5055-06
opaque capsules with NDC-0006-5055-07

corporate logo and
“82” printed in white
ink

Storage and Handling
Store LAGEVRIO capsules at 20° to 25°C (68° to 77°F); excursions permitted between 15° to
30°C (59° to 86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
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As a prescribing healthcare practitioner, you must communicate to the patient and/or caregiver
information consistent with the “FACT SHEET FOR PATIENTS AND CAREGIVERS” and
document that information was provided. A copy of this Fact Sheet should be provided to the
patient and/or caregiver prior to receiving LAGEVRIO [see Box].

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions have been reported, even following a single dose of
LAGEVRIO, and to discontinue the drug and to inform their healthcare provider at the first sign of
a skin rash, hives or other skin reactions, a rapid heartbeat, difficulty in swallowing or breathing,
any swelling suggesting angioedema (for example, swelling of the lips, tongue, face, tightness of
the throat, hoarseness), or other symptoms of an allergic reaction [see Warnings and Precautions

(5.2)].

Risk of Fetal Toxicity

Advise patients that LAGEVRIO is not recommended for use in pregnancy because it may cause
fetal harm. Advise individuals of childbearing potential to inform their healthcare provider of a
known or suspected pregnancy [see Box, Warnings and Precautions (5.1) and Use in Specific
Populations (8.1)].

Advise individuals of childbearing potential to use effective contraception correctly and
consistently while taking LAGEVRIO and for 4 days after the last dose.

While the risk is regarded as low, nonclinical studies to fully assess the potential for LAGEVRIO
to affect offspring of treated males have not been completed. Advise sexually active individuals
with partners of childbearing potential to use a reliable method of contraception consistently and
correctly while taking LAGEVRIO and for at least 3 months after the last dose of LAGEVRIO. The
risk beyond 3 months after the last dose of LAGEVRIO is unknown. Studies to understand the
risk beyond three months are ongoing [see Use in Specific Populations (8.3)].

Risk of Bone and Cartilage Toxicity

LAGEVRIO is not authorized for use in patients less than 18 year of age as it may affect bone
growth and cartilage formation [see Warnings and Precautions (5.3) and Use in Specific
Populations (8.4)].

Pregnancy Surveillance Program

There is a pregnancy surveillance program that monitors pregnancy outcomes in individuals
exposed to LAGEVRIO during pregnancy. Encourage participation and advise patients about how
they may enroll in the pregnancy surveillance program. Advise patients who have taken
LAGEVRIO during pregnancy to report their pregnancy to Merck Sharp & Dohme Corp., a
subsidiary of Merck & Co., Inc., Kenilworth, NJ USA at 1-877-888-4231 or
pregnancyreporting.msd.com [see Use in Specific Populations (8.1)].

Lactation

Breastfeeding is not recommended while taking LAGEVRIO and for 4 days after the last dose of
LAGEVRIO. Advise lactating individuals to consider interrupting breastfeeding and to consider
pumping and discarding breast milk during treatment and for 4 days after the last dose of
LAGEVRIO [see Use in Specific Populations (8.2)].

Administration Instructions

Inform patients to take LAGEVRIO with or without food. Advise patients to swallow LAGEVRIO
capsules whole, and to not open, break, or crush the capsules. Instruct patients that if they miss a
dose of LAGEVRIO and it is within 10 hours of the time it is usually taken, the patient should take
it as soon as possible and resume the normal dosing schedule. If the patient misses a dose by
more than 10 hours, the patient should not take the missed dose and instead take the next dose
at the regularly scheduled time. Advise the patient to not double the dose to make up for a
missed dose [see Dosage and Administration (2.2)].

18



0804WX

Alert the patient of the importance of completing the full 5-day treatment course and to continuing
isolation in accordance with public health recommendations to maximize viral clearance and
minimize transmission of SARS-CoV-2 [see Dosage and Administration (2.2)].

18 MANUFACTURER INFORMATION
For additional information visit: www.molnupiravir.com

If you have questions, please contact
1-800-672-6372

For patent information: www.msd.com/research/patent

Copyright © 2021-2022 Merck & Co., Inc., Kenilworth, NJ USA and its affiliates.
All rights reserved.

usfshcp-mk4482-¢-2203r002
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ANNEX I

CONDITIONS OF USE, CONDITIONS FOR DISTRIBUTION AND PATIENTS TARGETED
AND CONDITIONS FOR SAFETY MONITORING ADRESSED TO MEMBER STATES

FOR

UNAUTHORISED PRODUCT
Lagevrio (molnupiravir)

AVAILABLE FOR USE



1. MEDICINAL PRODUCT FOR USE

= Name of the medicinal product for use: Lagevrio
= Active substance(s): molnupiravir

= Pharmaceutical form: Capsule

= Route of administration: Oral Use

= Strength: 200 mg

2. NAME AND CONTACT DETAILS OF THE COMPANY
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

[Contact details will be added at the National level]

3. TARGET POPULATION

Lagevrio is indicated for the treatment of COVID-19 in adults who do not require supplemental oxygen
and who are at increased risk of progressing to severe COVID-19. See section 6.

4. CONDITIONS FOR DISTRIBUTION
Medicinal product subject to medical prescription.
5. CONDITIONS OF USE
5.1 Posology
= Dosing recommendations and treatment duration

The recommended dose of Lagevrio is 800 mg (four 200 mg capsules) taken orally every 12 hours for
5 days.

Lagevrio should be administered as soon as possible after a diagnosis of COVID-19 has been made
and within 5 days of symptom onset.

= Specific populations
Paediatric population
The safety and efficacy of Lagevrio in patients below 18 years of age have not yet been established.

No data are available.

Elderly
No dose adjustment of Lagevrio is required.

Renal impairment
No dose adjustment of Lagevrio is required. See section 5.3.

Hepatic impairment
No dose adjustment of Lagevrio is required. See section 5.3.

= Method of administration

For oral use.
Lagevrio 200 mg capsules can be taken with or without food.
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Patients should be advised to swallow the capsules whole and not to open, break, or crush the
capsule.

5.2 Contraindications

Hypersensitivity to the active substance or to any of the excipients (see section 5.11).

5.3 Special warnings and precautions for use

Renal and hepatic impairment

Patients with severe renal impairment were excluded from clinical trials. There is limited experience of
the use of molnupiravir in persons with any degree of hepatic impairment.

Sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say, essentially
‘sodium-free’.

5.4 Interaction with other medicinal products and other forms of interaction

No clinical interaction studies have been performed with molnupiravir. No substantial risks for clinically
important drug interactions when dosing with molnupiravir 800 mg every 12 hours for 5 days have
been identified based on the limited available in-vitro data.

5.5 Pregnancy and lactation

- Women of childbearing potential

Women of childbearing potential must use effective contraception for the duration of treatment and for
4 days after the last dose of Lagevrio.

= Pregnancy

There are no data from the use of Lagevrio in pregnant women. Studies in animals have shown
reproductive toxicity. Oral administration of molnupiravir to pregnant rats during the period of
organogenesis resulted in embryofetal lethality and teratogenicity at 7.5 times the human NHC
exposures at the recommended human dose (RHD) and reduced foetal growth at = 2.9 times the
human N-hydroxycytidine (NHC) exposure at the RHD.

Oral administration of molnupiravir to rabbits during the period of organogenesis resulted in reduced
foetal body weights at 18 times the human NHC exposure at the RHD. The safety margin at the
NOAEL to human NHC exposure is 0.8 times and 6.5 times at the RHD in rats and rabbits,
respectively. Although maternal toxicity was observed in both rats and rabbits at all dose levels in
which developmental toxicity occurred, a substance-related effect cannot be excluded.

Lagevrio is not recommended during pregnancy and in women of childbearing potential not using
effective contraception.

= Breast-feeding
It is unknown whether Lagevrio or any of the components of Lagevrio are presentin human milk, affect
human milk production, or have effects on the breastfed infant. Animal lactation studies with

molnupiravir have not been conducted.

Based on the potential for adverse reactions on the breastfeeding infant from Lagevrio, breast-feeding
should be interrupted during treatment and for 4 days after the last dose of Lagevrio.
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= Fertility

No human data on the effect of molnupiravir on fertility are available. There were no effects on female
or male fertility in rats at approximately 2 and 6 times the human NHC exposure at the RHD
respectively.

5.6 Incompatibilities

Not applicable.

5.7 Overdose
There is no human experience of overdosage with Lagevrio. Treatment of overdose with Lagevrio
should consist of general supportive measures including the monitoring of the clinical status of the
patient. Haemodialysis is not expected to result in effective elimination of NHC.

5.8 Shelf life

18 months

5.9 Storage conditions

This medicinal product does not require any special storage conditions. Store in the original package.

5.10 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

5.11 List of excipients

Capsule content:
Croscarmellose sodium
Hydroxypropyl cellulose
Magnesium stearate
Microcrystalline cellulose
Purified water

Capsule shell:
Hypromellose
Titanium dioxide
Red iron oxide

Printing ink:
Potassium hydroxide
Shellac

Titanium dioxide
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6. OTHER INFORMATION
= Undesirable effects

Summary of the safety profile

The most common adverse reactions reported during treatment with 800 mg every 12 hours for 5
days and during 14 days after the last dose were diarrhoea (3%), nausea (2%), dizziness (1%) and
headache (1%) all of which were Grade 1 (mild) or Grade 2 (moderate).

Tabulated list of adverse reactions

The adverse reactions are listed below by system organ class and frequency. Frequencies are defined
as follows: Very common (=1/10); common (=1/100 to <1/10); uncommon (=1/1,000 to <1/100);
rare (=1/10,000 to <1/1,000).

Table 1: Tabulated list of adverse reactions

Frequency | Adverse Reaction
Nervous sytem disorders

Common | dizziness, headache
Gastrointestinal disorders

Common diarrhoea, nausea
Uncommon vomiting

Skin and subcutaneous tissue disorders

Uncommon | rash, urticaria

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

= Summary of relevant pharmacological properties

Mechanism of action

Molnupiravir is a prodrug that is metabolised to the ribonucleoside analogue N - hydroxycytidine
(NHC). NHC distributes into cells where it is phosphorylated to form the pharmacologically active
ribonucleoside triphosphate (NHC-TP). NHC-TP incorporation into viral RNA by the viral RNA
polymerase results in an accumulation of errors in the viral genome leading to inhibition of
replication. This mechanism of action is referred to as viral error catastrophe.

Antiviral Activity

NHC was active in cell culture assays against SARS-CoV-2 with 50% effective concentrations (ECso)
ranging between 0.67 to 2.66 UM in A-549 cells and 0.32 to 2.03 uM in Vero E6 cells. NHC had similar
activity against SARS-CoV-2 variants B.1.1.7 (Alpha), B.1351 (Beta), P.1 (Gamma) and B.1.617.2
(Delta) with ECso values of 1.59, 1.77 and 1.32 and 1.68 uM, respectively.

Resistance

Studies to evaluate resistance to NHC with SARS-CoV-2 in cell culture and in clinical studies have not
been completed. In-vitro resistance selection studies with other coronaviruses (Murine Hepatitis Virus
and MERS-CoV) showed a low likelihood of resistance developmentto NHC. Following 30 passages in
cell culture only a 2-fold decrease in susceptibility was observed and no NHC resistance-associated
amino acid substitutions were identified. NHC retained activity in vitro against SARS-CoV-2 and
recombinant mouse hepatitis virus with polymerase substitutions (e.g. F480L, V557L and E802D)
associated with decreased remdesivir sensitivity, indicating a lack of cross-resistance.

0804WY



= Summary of relevant Clinical properties

Clinical efficacy and safety

Clinical data are based on an interim analysis of data from 775 randomised subjects in the Phase 3
MOVe-OUT trial. MOVe-OUT was a randomised, double blind and placebo-controlled trial in non-
hospitalised adult patients with laboratory-confirmed COVID-19.

Eligible patients had not been vaccinated against SARS-CoV-2 and had symptom onset within 5 days
of enrolment. At study entry, patients were not receiving supplemental oxygen and had at least one of
the protocol-listed risk factors for progression to severe COVID-19 (60 years of age or older, diabetes,
obesity [BMI >30], chronic kidney disease, serious heart conditions, chronic obstructive pulmonary
disease or active cancer). Subjects were randomised 1:1 to receive 800 mg of Lagevrio or placebo
orally every 12 hours for 5 days.

At baseline the median age was 44 years (range: 18 to 88 years); 14% of patients were 60 years of
age or older and 3% were over 75 years of age; 52% were male; 52% were White, 6% Black or
African American and 2% Asian; 58% were Hispanic or Latino. Forty-nine percent of subjects received
Lagevrio or placebo within 3 days of COVID-19 symptom onset. The most common risk factors were
obesity (77%), 60 years of age or older (14%) and diabetes (14%). Overall, baseline demographic
and disease characteristics were well balanced between the treatment arms.

Table 2 provides the results of the primary endpoint (the percentage of subjects who were hospitalised
or died through Day 29 due to any cause).

Table 2: Interim Efficacy Results in Non-Hospitalised Adults with COVID-19

Lagevrio Placebo Risk p-value’
(N=385) (N=377) difference*
n (%) n (%)
(95% CI)
All-cause 28 (7.3%) 53 (14.1%) 6.8 0.0012
hospitalisation or death (-11.3, -2.4)
through Day 29%
Hospitalisation 28 (7.3%) 52 (13.8%)
Death 0 (0%) 8 (2.1%)
Unknown8 0 (0%) 1 (0.3%)

* Risk difference of molnupiravir-placebo based on Miettinen and Nurminen method stratified by
time of COVID-19 symptom onset (<3 days vs. >3 [4-5] days). Relative risk reduction of
molnupiravir compared to placebo is 52% (95% CI: 33%, 80%) based on the Cochran-Mantel-
Haenszel method stratified by time of COVID-19 symptom onset (<3 days vs. >3 [4-5] days).

T 1-sided p-value

* Defined as =24 hours of acute care in a hospital or an acute care facility (e.g., emergency
room).

§ Subjects with unknown status at Day 29 are counted as having an outcome of all-cause
hospitalization or death in the efficacy analysis.

Note: All subjects who died through Day 29 were hospitalised prior to death.

Efficacy results were consistent across sub-groups including age (>60 years), at risk medical
conditions (e.g., obesity, diabetes) and SARS-CoV-2 variants. In the subgroup of subjects positive for
SARS-CoV-2 antibodies at baseline (approximately 18%; reflecting current or prior infection), there
was no difference for the primary endpoint between the molnupiravir and placebo groups.
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7. CONDITIONS FOR SAFETY MONITORING
This medicine is subject to additional monitoring. This enables new safety information to be identified

quickly. Healthcare Professionals are asked to report any suspected adverse reactions. For information
on reporting side effects, see section 6.
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NAGEICOAZEEEERTAE, [9.7. 17.1.1, 17.1.2 &
)

9.3 FikeEEERE

9.3.1 ALTHYEEAEFEE _EBRDSSLL LD EE
BELZVWTEPESE L, FRERESELTS2BThYDH
B, FHEERE2H T HBELNRE LBEFRRBIIERL T
Wz, [8.1. 11.1.1, 16.6.3, 17.1.1, 17.1.2 8]

9.5 ¥R
TR ISIEIR LT WA T D & Btk i, R OB
WEREE LS EHFSNAHEICOAEET B &, FiR
Ty NRUOTHFERHWEA - BENOEEICHET 55T,
VATV EN20mg/kgE TR ERARS Licha (EEmPR
W (X7 L4y FERE) o25lER (AUC) #EAE
BHERSHERBEEOMSICHY) . IE - BREREICHT 2HE
iR eNahof. MT v FERHWAEZHRERCIAMREE
ANDOHEBIIBETAREBICBEWVWT, LATYENI0mg/kg % Bk
MixE Lee (EEOHARMY (X7 Ly FELHE) o2
SBEE (AUC) FPENAREHAERZSEHEBRZEEOD] .G ICH
%), HEH - BEFRE - EFERBOBDPRED 5N T NS,

9.6 @AW
WREOEZERUBIARBORAREEZER L. ZILOMIE
FHEERHT S L. BMER (v ) KBWT. VAT
TENRUZE ORMIAPIHFABITT 2 EMEDLNT NS,

9.7 INBE
WREOBERESEREZ LR S EH S 3288 IC0ABE
THIE, NESEEMNRE UERERBIERL TRV, &
MAIALKRTFILLI—FNLB-YZ70FFA M) VF MY TA
FERAEICN L TBERZE L. BESREREICH 528%
WONRICHT 2HEIREATH 5, (9.2 2]
INEBEITB I AEMEEIRATH S, NEBEICBTSE
NARRBHE - R, EHZNRVBEETLVICLSV I 2
L—YavicEShWTHRESNAL, (7.3, 16.6.1 ]



9.8 EHE
BEOREEZEE LA SHEIRET 5 . —RICETER
HAETLTBY, BRECAMEEE->TLEIENE A

5N%,
10. #8E1EH
SRR B ERREIEERE L Tk, [16.7.1. 16.7.2 &
Jisy|
10.2 HEER HAICERETD L)
FHBE BRARGER - FEEAE WF - fEbREF
L ROF270uF U | LATYELORT A | LAT Y EILOEERS
il ek U ZVEMEDPE TR T % A [ OERLTH Y A )L A
RN B B, EEE 7 ouF L AHE
soo¥y (EWNRE THAREEN D B,
=)

1. 8ERA
WOBIWERANH 5 bNE I ENHHDT, BEEZ+HITITV,
BEDPRDSNHEIIIEEE2RILT 7% S@E) R 0B % 1T
5 &,

1.1 EXRBEIEA

11.1.1 FFRERRE
ALT ERICIA T, FREREOMEIIHEERY
ULy, ALPXIZINROER) MR 5NGEE!
Bxhikgysz e, [8.1. 9.3.1 2]

11.1.2 @8UE (Infusion Reaction. 7+ 745+ —%ZE)
EME, MmE L. SR, MR, KEARAE. FE. FEIRERE,
BHE, MEHEE. 32, BO. B, BT, BESSHob
N5 ENH5H, (8.2 2]

*%11.2 ZOMDEIER

=

(faAk
=

3.

191 _E4% K i 0.1%L E1%K i
MmEHB &Y =gl
RS
BiaEE B Mg, (ERL. T
—f% - 25k TEAIBAIERE., Y. HE, BE
EBLUERSE
BRI DIRRE
FFREGE R R E BrIURT I F—VPIE
R ALTHEA0, ASTHENN 7o bhurEURHER. PR

LR HEREREE LR, REKME

HEERRFD, MF7L7F=8
. ey Ve . S
A7 IF—YER

KRB L U% B R 7Y w0 RIEE

=Z2EE

HEERL &£ R

O B R A R

g

AR . FEED L

ErEE ANBRAE

BB LUK FE. TOEE. BRKRZ

AR E

MERE RS

14. BALDZER

14.1 ERIARFOER

14.1.1 BRARRICIE, EHAKOAZRA WS Z &,

14.1.2 NA 7 I9MLOES K Z A E5IC30MEHEAEL .
2~3NFERE Lo, BHZBR CHS L 2HRT 2 (BE
Smg/mL). NEMPERL TN VIGEIE. BEREUEHES
OB,

14.1.3 BERMERRICRIMG - B2 2 < BRPICHRF2 22 L
Lz BHTHERT 2. KiE - REOHNTPASNBEE
BRLENZ &,

14.1.4 FFRAKICEBER. 20~ 25T TR X 1£2 ~8C T24K%H
DIFICERT 5 2 &o

14.1.5 AR CAE40kgl Eo/NRICD Wik, FIHO &S
(LAFTTE)LELT200mg) OEFAEE. 231 T LVEAVL, &
NA T 520mLT D (FEMOmML) %, 2HELE (LAT
YENLELTIOmE) OEEDOHEE. N1 7L 5620mL%E
D EEAERICHEINL T2B#100mLXIE250mLE T 5,
{83.5kg L BAOkg RmD/NRICOVNTIE, RIKUEL2ZSE
IZERET 2,

14.1.6 212202 HZICKES B QRS E 52, RED &
WITBHT &,

14.1.7 R LERICRINE . FHEAKTERL T 5O %
EH T 20~25C TR N2 ~8C TAM I % #8 2 72 VA&

A IHRET 5 o
0804X2

£1 WHOHESE ((AE3.5kgbl L40kgHi D/ NR)
N FHRBONA 7| EEAETRIC
ﬁfi # E'f;f;':fi STV | hOHERAR | FIROLE
(mL) (mL)
3.5 17.5 1 3.5
4 20 1 4 25
5 25 1 5
7.5 37.5 1 7.5
10 50 1 10 S0
15 75 1 15
20 100 1 20
25 125 2 25 (20+5) 100
30 150 2 30 (20+10)
35 175 2 35 (20+15) 250
£2 2HELEO®S ((KE3.5kgbl_E40kgARiED/NR)
hE AEAOkg R D ] ) FIEDINA TV iﬁ/ﬁi’ﬁﬁ’il:
(kg) NRIZBIS | NA TV | »HkEEAE | BRBO2E
MeFEHE (mg) (mL) (mL)
3.5 8.8 1 1.8
4 10 1 2 25
5 12.5 1 2.5
7.5 18.8 1 3.8
10 25 1 5
15 37.5 1 7.5 S0
20 50 1 10
25 62.5 1 12.5
30 75 1 15 100
35 87.5 1 17.5

14.2 ZFZRIGSROER

14.2.1 thoFEF EFICRE LW &, ZHAEERMIMNE D
BAEMEIIRHETH 5,

14.2.2 RANIREFEREZEB L2 WD,
R OMERBORRIIERT S &,

B DR ORI

15. ZDfDFR

15.1 BRRERICE D ER
SARS-CoV-2IC & 5 BIERE &R & L-ERAE (NIAID
ACTT-1) TiZ, 7u bur b vEBREERE I3 EEEE(LE
(INR) HEIMOREREEIET 5 RBEE B L TRARSET
B olz. 2B, MG THIMA XY bOFKBEICEITRR
SNED 57,

15.2 FEERIREHBRICE D 15
T NI E RO TH EEIRN R 55 8 0 20mg/kg/ BB CE
BHICHESET, Smg/kg/HE EOBTMHREER - 7L 7
Fo U OEMEOBHERSE., BERABOMEBESE. 7V b
W14 IZ28HEEIRN B 53REICB W, BRBER
i (10mg/kg/HEL E) CTIMHFEHKE~Y—H—2E - REEH
BROZ LT F=rOEM, SCICRTPERY - ¥ /80 RE.
BRAEOHBESHEIRD SN, BB, h=I74FILEH
W28 HE# RN 5B ©. A E10mg/kg/ HETES
IO N TR,

16. ZEYIEHRE

16.1 MAuEE

16.1.1 BERRIAICSE (T 2 EYENEE
HLE R AR E 123mg» 5 225mg D BEIF T L A7 2 )L % 2
BT CHEIBRNES Lz & &5, LAT Y ELIIREO S 8~
0774 NVERLIZ,
NENERHEREIC. LAT Y EL 259 HIZ200mg. 2~5HB XX
10HB12100mg% 1 H1[E3053 1 CREB#IRNE G L&D L AT
L, REIITH BT LAY FELUE (GS-441524) T ORI (A
M (GS-704277) OFEMEREINT A —F I RO EBY TH -7z,

F) ENEARAE - BRI BREWHIC200mgz . #52HHE DR
100mg % 1 H 1 ERMEETH %,

AL L LT Y Bl REBIRNREG Lz L 20
MEEFD L L7 2 EN T ORE OB/ T A —5

& 5 5 Crnax AUC? t12”
(mg) lE | RENR REH (ng/mL) |(ng-h/mL)| (h)
200 | 28 IHE |4378 (23.5)]2863 (18.6)| 0.90
100 | 260 | VBT TEN S?O%Béa 2229 (19.2) |1585 (16.6)| 0.9
200 [ 281, ségiu“ 143 (21.5) [2191 (19.1)] —
100 | 2 | mese PUEIET a5 19.3) 2229 18.9)] 27.4
200 | 28 IHE | 370 (29.3) | 698 (25.9) | 1.27
> 2] e) N
100 | 26 | FEICED 5?0%20 26 (33.9) | 462 (31.4) | 1.23




FHE (CV%), — : F4EL

a) 18H : AUCraa, SEERUI0EE : AUCH

b) thfE

c) AUCK U212 256

d) GS-441524

e) GS-704277

16.3 9
In vitroRBIZB VT, LATFTYELOE MIFEEBICHTAKARIZ
88~B3% TH-oro X7 LAY FELlE (GS-441524) Db FMEER
T ABARBE,P > (2%)0
HHEABERAICHCER L7 L AT Y L 150mg & HEIREIRMER S Lz
EED RO M/ M K I3 5BISH B THO0.68TH Y . R
DFBEEHITER L, BE5HMETRLOTH 72, LATVEILR
CREE, mIE 3 mEP ORI L TRE A5/ 2R T

16.4 Xl
VAFYELRECHLEF VILIATT—H] (CES]) &0k
BEh, —BHAF 7TV VA (CatA) RCYP3AICE D RBEIEh B, MK
SR VER SN FERBE (GS-704277) BEICEAF IV T
A7 REXZVLFF F#EEY 828l (HINTI) icXOR#Ehs, $
FRBMEIRARILT 35— bOSREZTNITHL U VBLIC XD iEE
=Y U (GS-443902) &%5, —F. BV VB{LICXY, ERMIC
BUVBEESht w74 FRHE (GS-441524) #4EREN 5.

16.5 HEittt
SR RBIR A RIS [CHUCEBR L 47> ¥)L150mg % BERIRNZ S L
L E® BEROFEREINEIINGEHR . R RUEPHHHRE
FhERHNTARRUTRIN8H TH > 7z RPIEIRS KB IE. B
MTHAHRT LAY FEBUE (GS-441524, 49%) TH D, 10%H L A
FIELTH>

F) EARZEAE - AR, #50H12200mg%, #5208 B L&
100mg % 1 B 1 E ARMBRE TS 5.

16.6 HEDHREFTIEE
16.6.1 INESBHE
IR BT A MBI OREHIERL Ty,
MNRIZE T AEAREAE - ARG, £HENENBHEETLVICESY
Ialb—varvilEISWTREShiz, FE40kgbl EO/NETE, BRA
KB A2ENRBMAE - ARTHAZRE L x, EEREICBIS
VAFVELRURBMTH AR 7 LAY FELEOBRERIZ, RAL

BBUNARETH A EFHENE, —HT, KEAOKgRMONLTIE,

FEREINACEARTERE - ARTHRE L L X, EBREICBT S
VAT VELOBRBREIBALFEE ETFHS ALY, X704 Y FE
PUEORBRIZMA L HIE LT, EBEH/NETEMERTH S LTH S
nize
16.6.2 BigiERS
B EE IC B 2 MBI ORIHIERL T, [9.2 58]
16.6.3 frigsEm=
JFESEER EE T B 2 MBI ORITIERBL T, [9.3.1 8]
16.7 EYHEE(ER
16.7.1 In vitrostER A
VATV ENROATPIBIRUP-gpO B E TH B, T/, CYP3A,
UGTIAL, OATPIBl, OATPIB3RUMATELC % LBAEEM %R,
e R4 (GS-704277) 1ZOATPIBIRUOATPIB3DEE TH 5,
16.7.2 BBFRICH 1T D EYIEE(ERRR
B R E R AR ERE L T,

17. BRPRREAE

17.1 BMERURLSMHICET 2R

17.1.1 ERHERISE MAEHER

(1) NIAID ACTT-15t8 (NCT04280705)
185 Ll EDSARS-CoV-2iC & 2 BESERE (1,062(. > 5 15FldEN
HEBREERBRICBVWTBRSNE) 28 LLET T RABEESB(L
—EERITEE R ERICB VT, #5008 ICEAI200mg®, 2~108
BicAAI00mgZ 1 1A, X375t R 28RMERS LY, 28, 85K
LB RRBERS52PIET s L & Snk, BBRERSIINATE
EDSARS-CoV-2iC & 2 BEHEBRICHTAH 1 F T4 U HITE - 18R
MREOEMAAEEE Shi, TEFEEE R, BEBLEBEEET
KB AEE CHEFREE ORAa71~3IIHY) ETORETH-
o TOFER. EEE TORE () IKoWT, FRRSEFTIOH.
TS5 RBETISATH D, KARELE /I RE L o HICE W THE
EMICERSENBO S (N — FH 1,29, 95%{F#EXM :1.12
~1.49, p<0.001, MO YT > 7IRE) o

0804X2

n5H
VAFYER (Na541)
FSA (N=521)
MROTSIRE p<0d

AR
39
E

NS—E (9SKBHEM)
129 (192~14%
Hm

08

—

06 sment

oEns
[

04 el

02 i~

== T T T T T T T T T T T T T
0 2 4 ¢ ' 10 2 14 16 1 0 2 4 W 0w
ffER{ErSBEETOREN (B)

URZOBZERE

214
272

158 &4

LAFVEL 541 513
g 210 105

Sex 521 SN

Hl EEALromEZTOREOLA XY NEREE
2B, ARBOELRR - BRAAEERITROEBY TH o7,

ERR - RERE
1. SARS-CoV-2IC & 2 REHEA T S W A5ER T ARH
2. BFowFhh o4 LTH Y, PCR&IZ L YSARS-
CoV-2REAHBEINT NS
« FAEBALATT2RE IR R S h AR EFIZ B LW TPCR

447 342 264
463 383 326

[T
+ BEAE B LATT2R R DLAT ICHREL S W =R {EIC B W TPCR
BT, BNOREERAFE#ETH 5 EFTRS N
TWb, »DSARS-CoV-2AT & ARG LB EMbh
HEERPETLTNS
3. b ELHUTOLWThrloABED 5 hsBE
- FEAEGA R (MR X#. CTAS v V%)
+ SpOt94% (EAZR) BIF
BEMBAZETS
« NTIEMGES Ea
1. ASTXUZALTASEE MG FIROS{%#
2. HEESRIRAE SR (eGFR) A*30mL/minki (Mm%
WM AB A2 TWABEEED)
3. iR iR
4. 2B M AIGER VGIERTE
HIEFEY 2580 5 W HRE OB &1, AAIRSET8% (41/53261)
THY. EAREARTD b s U BEER2% (9/53261) THot.

1) SEEFRE (A7) BRAOEBICHELZ L, 2372 : BE
DOFEBHHHIRR G/ GEEHERASDE, 2373 ARLT
BYBERMAZEL V- IBROMRSARE, 20374 Ak, BR
M A2 E U2z -0 # A % E (COVID-198 & ik £ h bl
). Aars5: ARE»D, BERBAEZET S, 2a76: AlRH»D
FEBHATHEEVIENBERRICLAEE, 2377 ARY
SECMO N {2 3a5 A TGS & A8, 2378 : 5]

¥2) ARIRTIE, Crade3ll EOFEHEKFNE S, BRELEOERR
BEAFE S 1, MR T, BEGERISIC OV TIEGrade2diaHE
FEOERMENTETZ L NHERLINES i,

(2) GS-US-540-57735858% (NCT04292899)

12/ DL _E 185Kl D FEA0kg Ml £, RU18K L LD ELEDSARS-
CoV-2i X ARESERE (397, &B. BRAAEREZEAALSL
Zhofz) ERRE Lo BIEALIESRIATEM Rt/ S— MZBWT. 5
BRI S TR, 5 HICEAR0mg%, 2~58HI2100mg#1H1E
BIRPER 5. 108 RS TIR. #5MEICEAI200mg%E, 2~10BEIC
100mg# 1 HIE#ARAIZ S L9, 2B, BRULE&GBEBEESRS
EHRIETAZELEENL, WThOBRSHLEEREOHAZZ I,
FEMEEE X, BEALERI3E BICTEEFRES TR L 2EFR
L Eni, BRREOWBIIOWT, SHERSEICHT 10 E®RS
BOHFIF v XHIZ0.75 [95%E#EEMO0.51, 1.12] TH-oi,

=] BEALRIBEBICBT 2ERINE (7TREFRE)

RN

FRopAERE

SEME S 0BMREH
A7 (20081) (1971)
1 16 (8.0) 21 (10.7)
2 17 (8.5) 33 (16.8)
3 8 (4.0) 10 (5.1)
4 19 (9.5) 15 (7.6)
5 12 (6.0) 12 (6.1)
6 8 (4.0) 3 (1.5)
7 120 (60.0) 103 (52.3)
Hpl A XH: 0.75
[95% fEEET] @ [0.51, 1.12]
F% (%)

a) |BEH, N—27 4 YROBERRE 2 HLERE LEEFIF v ZE71



B ARBOELER - RAEERITROEBY TH -7,

FEEIR - PRIVEEE

1. EIEA{LRT4H DINICEM L 72 PCRIZE IS B 1 TSARS-
CoV-2BRMHER STV D

2. ABgs

3. AT ==V THEIC, SpOaAt94% LR (EAR) Xk
BRREMAEZET S

4. B L, M2EEsRO5 NS

1. ZlgEA%

2. AT (V-V ECMOZ &) #5HML /A,
XIiZV-A ECMO% i/ (EA#KZEb )

3. ALTXUZAST A EHEHi IR D58

ROVE¥E 4. 7T F=r - 7 U T T AN 0mL/minglE (1870
EoBEI1ECockeroft-Gault=. 18R RO H A
Schwartzztz AW CEH)

5. MRS

6. HIAF
BIER SRR 6 N7 W E 0E &3, SHMBRSHRECI0ERM#REETE
NZEN1T% (33/20061) % U20% (40/1971) Td-7z. ELBIERIX.
ALTHEM (SHE#®EET2% (4/20041) . 10HRE&S58T7% (14/197
1)) ASTHEM (SHEHSET3% (5/2004]) . 10HM#& 58 T6%
(11/19761)) KOEL (SHEESET5% (9/20041). 10HE#HS58 T
3% (5/1976)) Td -7z

(3) GS-US-540-5774z18% (NCT04292730)
12/ DL E18& A 2 DA B 40kgLL B R OI8FR L LD HEE D SARS-
CoV-21Z X BYUERE (5841, H. HRAHEBEE IHAANS N
B o) ERRE LI BREAIEERIEATHBLE S— MIBWVLT, 5
HE#EEE T, #5WHEICAKF200mg% . 2~5HHI12100mg# 1 H1[E
BIRMN& S, I0HMESHTld. 5 HICEKA200mg%, 2~10HHIC
100mg#% 1 HIEIERARNIR S L, EEFEBE B L7297, b, BIE
LB diREgEKR S 2Rt 22 & shiz, WTNOXRARSE D
EEFEEOHRZZ Y-, TEFMEE X, EEA(L2108 BIC7SIER
RES) TFHli L7z BERIRREE & s /. BRIREBOWEIC OV T, HApl
F v RETINCED AZEBERICN G 2 EREIB G B O L+ v X
[95%EFAX ] &, SHRE#EGRTL.65 [1.09, 2.48, p=0.017]. 10H
f# 5 clx1.31 [0.88, 1.95, p=0.18] TH -7,

£2 EERIZI0EBICE ) 2BHRE (7THIEFRE)

237 SHE#H S 10H fi#% 55¢ SOCH#
(19141) (193f3) (2004)
1 0 2 (1.0) 4 (2.0)
2 0 1 (0.5) 4 (2.0)
3 5 (2.6) 0 7 (3.5)
4 7 (3.7) 12 (6.2) 11 (5.5)
5 38 (19.9) 44 (22.8) 46 (23.0)
6 7 (3.7) 9 (4.7) 8 (4.0)
7 134 (70.2) 125 (64.8) 120 (60.0)
SOCEIZXT %
. 1.65 1.31
HfA» X
[95% (2 48] [1.092, 2.483] | [0.880, 1.952] -
pfE® 0.0174 0.1826
Bl (%), —:&F&aL

a) BERELAERE LzHAIA Y 2TV
b) HELEOHEAKELMRAS%. REEEDZEELHFAET 55 L L CBonferroni
DOFHEERAVTEREICB T 2HERKEZER2.5%E Lz,

B FHBOELER - RAERITROEBD Th o7,

TR - PRIVEE

1. #E(ERLATAE DIMICEHRE L 72 PCRIZEICSB 1 TSARS-

CoV-2B N RSN TV 5
2. ABEHFTH D, COVID-19/d 2inELXET 5
3. A7) ==V TR, SpO94%itE (EHNR)
4. Eifg L, FREESROLNS
1
2
3

BIEE

AT = TR AT IREOHEHEET 5
. ALTUZAST A E#eE FH_EFR 558
VT FZr - 7)) 7T AH50mL/minskiil (185% L
EFoBE&i1ZCockeroft-Gaultz., 18RO IH AT
Schwartz® % F W CH i)
4. IR GE
5. EHLH
EWWEF D380 6 N1 0# 413, SHEHRSERCI0HERSRHTZ
nEN19% (36/19141) FK'13% (25/193f1) TH -7z FEHEIERIZ.
BD GHE®ESE 7% (13/19161). 10BH# 58 4% (7/19341))
Tho7,

¥3) 7THIEFRE [Za7]: %, 2: Ak2»DECMOXIIREMHAT
IS Ic K 2B, 31 AR, DIHBENIESIERERRICES
EH. 4 ABEPOBRKRERZEICLAEHE, 5: ARLTBEYD, BE
A ZE L7 WASSARS-CoV-212 & 2 BYWEICED & 31k A 2R
BAEET S, 6 ABELTBY ., BRMAKR RGN 2EBIEEL 2
W (72720, 78 RIS AR OBREIERL ) 7 Bk

0804X2

PRolEE

*%17.1.2 BHEMEHER

GS-US-540-90125%8% (NCT04292730)

1258 LB 18R R 2> DR EA0kg DL E 18 Ll LD EE(L Y R 7 K%
—2D LI EET HSARS-CoV-2C & 2 MEAERE (56261) ZxRE Lk
7T RN BEEAC _EERAATHELERRICB LT, £5FHIC
FA200mg % 2K U3HEICAH100mgZ 1HIE, Xix 75+ K% 8k
NG L7219, JRBREEE 512N 2 CTEEOSARS-CoV-21C & % BEWER
BICEAT A2HA R4 VEIE - IEEREOE_A e Sz, E
SEEMIIEE E. EIESHL%28H B £ TOSARS-CoV-21T & % BSLEIC A
I ABENXIZFEREZ B DR VWIELE (X2 b)) RO 6 NHEREDEE
LEINTz. TORR. ARV NORBEEE T, RABREET.7%
(2/27901) . 75 REET5.3% (15/2830) TH V. KAHGEICB TS
2 E(EB(L%28H B % TOSARS-CoV-21C & 2 BEEEICfE S AR AT
HZERMDZVFEEPRD S5 NIHBEEOE&IT, I RBEEHELT
87T%ME TN L7z (NS —FH :0.134, 95%(5#IX R : 0.031~0.586.
p=0.0076) s VI NOHEH THEIERLEBHEF TICHTIZRD 5
Nizr-o7z,

F3 WERLB2BHBICBIT SN PHERE S

ENEESER PAPA T
(279451) (2831)
ARV FEB 2 (0.7) 15 (5.3)
N 2 (0.7) 15 (5.3)
TEEZ DL VT 0 0

7T RBITNT B A N2 P RRE TR 87%

N — FH D [95%(EHEXH] Y 0.134 [0.031, 0.586]

pfE® 0.0076

Bl (%)
a) WMEMBTANOABRI. Fis. g1 & DR
b) FEMEFRAOABRI. Fifp, B2 HERE L-CoxERET IV

B, FHBROELER - RIERITROEBY TH T
FaEIR - TR

1. 18RI ESUZ 12/ DL 18R DR EAOkg I LT &
DSARS-CoV-21C K 2 BEHEDEELY A 7 R+ %24
m Eb—DET A
EBMRER (BHEFAEEMEER. BESED S EEOR
B FARHEARAERE, FfRAEE)
cBIE (25 I3ME)
< DIME RGNS REER (BBIRER. EXE L%
By DAZ, OFE. MR, DEME. SAEMm
$iE)

- FERRA (124, 28U, iEiR)

- JE3#  (BMI30kg/m2l k)

C REARAIREE (HESBE. MEHE. I EHBED
BEERED D). REAE (HIVIC X D CDAMfa A K
ESOEHIVICH L CRIBE) . IVFIATEA RO

i
BRER A X1 0> S B o
RS R O 1 Bl
BT
A
« PR R
. 60MLLECEE(LY Ay BT OEEEE DL L
2. AD Y — = FRIAR L IR L TR (R
& [#] : PCR] XIIHFEHE) 2B TSARS-CoV-2
AR S T B
3. I ¥ LEEITHELAICCOVID-191C & B REIR (FEh,
%. . RO, . R, B - B
E) B Ly —omEREINTWS
4 BEBAEE LA L
5. AR (BHELLEOSHETAR) AEL AL
1. COVID-191 £ 5 AB: (ABELEOSEMERE) &
2. SARS-COV-2ICEHEEHT 2 A LV RAEEZET S
NIRRT O Dl ORAE RS, EL <G
SARS-CoV-2 (XiZCOVID-19) 77 F > %2 #EE
3. AL Y= FRSIEA S ) — = FEI90H LA D
ALT U ASTAHE R RO S(EH
RAEIE |4, 18RO DBAR. 20 —= > SR ) —= >

JHIVALADZ L7 F = « 7175 > AH30mL/min
K (Cockcroft-Gault= & W THEH) . 18 AKiHDE
BlE ATV ==V TBEIE AT ) —= > ZHI90H LA
ICHEERERE S B E (eGFR) #'30mL/min/1. 73m2if
(Schwartzz % FV TEH)

5. EHH

BUEED RO 6 N WEBEOEI &I, ARRESETI2.2% (34/27941)
THO. ERBEERIZED6.5% (18/279f) M OEFE) 2% (6/2794)
Th-oT,



18. ZERpEIR

18.1 {ERHR
LVAFYELNRT T ) Yo7 LAy REMED T RSy 7 TdH %,
LVAFTYENE, MRANICHMmE L. IIKS I X 2 RE 2R T RKY
1) VML SN CERZNIEEEZET 22X 7 LAY FEY VBEOW
HREWZERT 5. HHERBWITT />0 =0 VB (ATP) 0L
A& LT, SARS-CoV-2 RNAREHERNARY X5 —XIT k> THIC
B SN ARNASEICRAEEATPEHS L THDAEN, V1 ILADKE
BB BRNAEOHERIGEZRDAAD 5D LEBNTEIESE S,
HARBPIE. & NERODNARY XF—Fa, BRURNARY XF—
O, FFICIFIY RYFPDNARY AS—Ey RO Fa» Ry 7
RNAKRY 2T —¥icxtd 2HEER (IC«f#) Fwdnsd>200uMT
Holo

*18.2 In vitrotio A JLAEME
L LT EIIE. SARS-CoV-20 R BERR ISR LT AR IN48RF
BICBI 5 MIREERE LR TOS0%EMEE (ECso) 1
9.9NMTHo7zo T/, fEAREE L M LMK Calu-3% UFA549-
hACE2TSARS-CoV-20 M Z IHE L. ECsldZRAIRINT28ERE%% K& O
48R TENZFN280NME U LISNMTH - 72995 B, 7 A LA
RNAREHERNAR Y X 5 —¥ 2T HNspl20 7 3 J BEE#P323L%
&t SARS-CoV-2ZERED KD HER (alphatk (B.1.1.75%#). beta
¥ (B.1.351%#). deltakk (B.1.617.2%%). gammatk (P.1R#)
K epsilontk (B.1.429%4%)) <49 257 5—277 vt A KRU/XEN
% 2V ISZEELISAT vt A Tld. TNSEERDERDECIZ D
SARS-CoV-20%# (ARM) LHEILT0.4~1.5(ETH 710,
% 18.3 EAIM M

L LT Vet DSARS-CoV-2HIRICET R T — ¥ 1B s Twn
TV BEAMZATIE. LAFTYENICHT 5 EZEAET L2SARS-
CoV-27 Btk HERR S 7z GS-441524 (I/AT/E)L@R@WJ’CZB%;
X7 LAY RELER) ZRVZERERBICBWT, VAT ELIC
I AHMELEREE LTNspl207 3/ BRBH#VI66A. N198S. S759A.
V7921, C799F R U'CT9IRARIE S Nz FEBRAZBEA L HBEX
SARS-CoV-2Tld. LAFYEMIIH LTL.7~3.5EDBZHET 2R
L7z, Nspl207 3 J BBH#:P323L%2H 3 5SARS-CoV-25 Btk % F
W VATYENIC K BTHEFRABR CId. Nspl2o 7 3 BREHR
VI66LAEE S N7z PI23LEMIIPI23L+VIGOLEEBRZEA LT
i X SARS-CoV-2TlE. LAFYELICH L TERENL.AMERVL.5
EORZHEER LY, FoWBECOVO~ T AFFRY A LR %W
72V ATV ELDIn vitrofittE T ik, RNAKEERNAR Y X5 —+
TETOCOVILRESNZBERERIIBWT, 2HWFOEE (F47T6L KT
V553L) AHEEREN. LATF Y E K LTS5 6[EDBIMHE T 2R L.
COEBRMEIZIN vitroT T A LV AERESET L. AEOLEE
(F480LJ TFV557L) %SARS-COVICHEA L7z & &, BEEMEATL LT
TEIIH L THEDEZHEE T 2R L. SARS-CoVER~ 7 ZE T
BT A IV ADIRIEMEAEEE Lzo /2. Nspl2iZF480LK UTV557L
DEERZHEA LB ZSARS-CoV-2Tld. LAFYEILIIH L T2
EORZE/TZR LW,

18.4 EMPETIVICHIF ZBEHR
SARS-CoV-2#7 128 R 0 7 717 ¥ ILSARS-CoV-2E4E 7L I,
BEMHIEL LTV EL10mg/kg CLHLE., ZD#%I1E5mg/kg TIHLE
EEIRANA = ARG L& 25, BEMBEHEL T, RS RER
DEERBIENTE U FRIEG R ORER RAL N7 1 )L ARNAR
WA L7z,

19. BRES (R BIEEFHNAR
—MRE9RH : L AT Bl (Remdesivir)
{E2% : 2-Ethylbutyl N-{(S)-[2-C-(4-aminopyrrolo[2,1-f][1,2,4]
triazin-7-yl)-2,5-anhydro-D-altrononitril-6-O-yl]
phenoxyphosphoryl}-L-alaninate

BFI : CyHsNeOsP
DFE 1 602.58
{EFEER :
CHg
e
HoN N /P\ /<H/ CHg
N - N
| I
NN H
HO OH

% R HE~MEAEXEECOEE

BEM AV )=, ThIRETITUIBETFRTL, Y =)L
PRBIFRT L. BV o EMIcBE I L,

B = 138C

PECRE - log P=3.2

21. u:u\?K{fF
21.1 @iuc'n') AV EMEHEZFED £, BNCERET 2 L.
0804X2

21.2 KAl EERERMESESEEEIAROIFIHOHEICE DS KBS N
RPIRRRETH Y RRETOMARRIEBO TR TWH I &
5. BERER. —EROEIHELST - PEBES NS ETOMIT
ATREZ2 IR O RAIA 5 S NI 2RI OV CRERBEHREORA DR 4L
HROENEICET 57— 2RISR L. FEIOBEEMRICHE L
BEZHELSI L, £/, BonBRzEHNICRET S &

0.3 KRAlOR2MEICHE Y 2BMAICEE S NFHRICED E . AFIOEIE
AR ELEEZHE LS &,

22. @&
N7V

*E3. FEH
1) FACT SHEET FOR HEALTH CARE PROVIDERS EMERGENCY

USE AUTHORIZATION (EUA) OF REMDESIVIR (GS-5734™)
2) #HNER (L AT Y EIVIRBREMES)
3) #AER (NIAID ACTT-1548%)
4) #NER (GS-US-540-577355%)
5) Goldman JD, et al. N Engl J Med. 2020 ; 383 (19) :
6) HNERE (GS-US-540-5774:%5%)
7) Spinner CD, et al. JAMA 2020 ; 324 (11) : 1048-1057
8) Pruijssers AJ, et al. Cell Rep. 2020 ; 32 (3) : 107940
9) Xie X, et al. Nat Commun. 2020 ; 11 (1) : 5214
10) #AER (PC-540-202675%)
11) #PNEE (PC-540-20287 k%)
12) #AER (PC-540-202975%)
13) Gottlieb RL, et al. N Engl ] Med. Published online December
22, 2021. doi : 10.1056/NEJMoa2116846

1827-1837

24. NEERERUBVLEDESE

FUT R ALy A4

AFA RN R b2 s —

T100-6616 HRERTFREFKAOHN—T HIE2S
EPAWVE SR LN E AR

TU=FA 7N 0120-506-295

FAX  03-5958-2959

SZAHEERE 0 9: 00~17:30 (4 - B - MAKRUSHKEE %K)

26. SNEARFERES

26.1 BHERTETT
FI7R YAV A =1
ERETFRERADRL-9-2
D5 hIFIIHIRS T~

® : BREE
06-GS



N

BATDORNEZBRO L,

* * 20214212 A BRT (453H%) [ 2% - HORRERS | HFEEABERIEES
* 2021 11 B AT (2hR, RAERE., MEEHE, BMAEEH) 87625
B ko sCEE FISARS-CoV-2E/70—FILHE
% 1 2—8 ~ ) N /s, —_ - —r \ =\~

AT - 2488 F HYVERT BEFHEIRR) E /A LTEXT (B FERZ) E

RS MBI BRI 7 1300 | B Y FaR
(-] N
*‘OF2°Y=2" usmevr 300 *| BBE S | 30800AMXO00459 | 30300AMX00460
BR5ERIME | 202147R 2021474

‘07 2°V=2" zmmesr 1332

* RONAPR EVE‘lt Injection Set

* %k

omicrontk (B.1.1.529%#%) (22w Tik, FHOFHEFRMIZT2BEIH 5
Ehs, BEFBHEOHBEMESIIHTE, HYLBREIIH L TR T L,

-
HEEE-ERSFoME-L WV RATAZL (o Dva II—7
o1 ma pH 5763 57—63
(SARS-CoV-2IC & 2 BifE DFRAEME]) BETH 10—15(EB AT ¥ | L0—15 (L A\
SARS-CoV-2ic & B BEENFHDEARET 7 F Lk 5 F A lt) A1)
BTht. ARETIF L CBEEEDBHEDTEEN, R
2 BT (ROBECIEE LV ) SARS-CoV-2(< & % e R U5 Z O RAE ]
2.1 FHIOEG A LES LBBUEOBREROH B BE *5. REERISRRICEET 3 F8E

(SARS-CoV-2IZ & % i)

3. fEm - MR 5.1 BRFRICB T2 E0ES5EBEHE T 2. SARS-CoV-212& 5
3.1 fERL BRESEDEIEL) A7 EFEHF L, BRBRGEZEL LR VWEE TN
W% |07 — 7EsL v F300 BIEE52479 2 b, [17.1.1888]
g |V TV (@5ml) o fUSA 7L (2.5mL) 5.2 Eﬁiﬁiﬁ%‘f/\l@ﬂ&%ﬁﬂ;fata&s.%z:mxrﬁw%
g |7V ERT RETER| A LTEYT RETHER mu_amﬁ?ﬁ bzo [15.1.1248]
2) D 300mgh? 2) E 300mgH? (SARS-CoV-2IZ & % SAE D FEAEMH)
AT (25mL) m  |LSf 7 (2.5mL) & 5.3 UTOFRTEWMLIEIIRGT LI L. T, FH RS
Lot 2F Ty | Omg|L-t2F vy 1 .9mg SIOVWTHRFOH A FIA bBEICTEI L, [7.32;,8.&]‘
‘ Lt 255 o R AR | L-v 25 o SR AT - SARS-CoV-2i2 & 2 i BEORIB R EL I XRLEFESOR
RINA 2.Tmg 2 7mg [E#EfE, EEROSARS-CoV-2mEM#EEH [17.1.284]
o 200mg | F3LETHE 200mg - J§HI & LT, SARS-CoV-2\2 & % J&fE 0 EHE{L) A 7 BF %
A1) VR— 180 2.5mg|H) Vx— 180 2.5mg HYLE
- SARS-CoV-2i2 & 2 BSE\ R+ 27 2 F V EMEL A LW
Roee | v 7Y - 7Y v P332 #. W2 F VBB ET A BATEOBENT TS L%
o |VITV (11.1mL) & |34 7 (11.1mL) T
e AN ERT (BREFHIR| M 27~ 7 (RIZFHER (hEEE)
z) * 1332mg™? z) ® 1332mg™ 5.4 A OFAIE ALV SARS-CoV-2Z RAR I L CI3AF O S
A7)V (11.1mL) H |34 7)b (11.1mL) DI T X R WITREMED D 2 720, SARS-CoV-20& T OFtiTH
L-EAFT ¥ 8.3mg|L-EAF T ¥ 8.3mg OIFREEET 2 FHRG OMIEA BT 5 2 &, [7.3,18.2848]
i |77 RREIAR AT ARSI s mRoAR
AL E 888mg | KR ETRE 888mg B, RARFL2ERE LD o EEOkg Eo/RNBIZIE, 7Y E
Y VuA— 180 11.1mg|# 1) Vvx— 180 11.1mg <7 (BEFHIRZ) RUALATE~YT (BEFHEMR2) LT

ED) FHNEF v A =—ANAA5 —PRMERERTERESLS,
E2) FHNGIESHERS BFOMEEZER L T, BETHINA TV,

3.2 MAOMIR

FNEN600mgz fEAC & V) BIE S EHE U RE R TES T 2.

*7. AERUARICEET 5FE
(SARS-CoV-2IC & % SE)

fRFE% | o)) — 7ESREE v F300 7.1 SARS-CoV-2I2 & 2 BRIEDIERDFEH L TH S ELh 1z E
BRES | Hv)ExT L LFETT T5HI L, BRFARICBWT, ERER S H8E HUREICHRS 2
HF [ ESEHOSL TV I OSA 7 V) HLABE BT 2ABDEEEFT 27— RBORTVR Y,
B | mE—HRREON BB HRREOW [17.1. 1871 . )
pH |57-63 57—63 7.2 i‘:zfﬁ‘: ;ZTQE’Z; ;t‘;f "ﬁ"?fzgi ;ﬁ?’:%iﬂ ;;
. . LHLEBRVEAIID ESH ; Zk,
BEEH lz;ok't')l'S@EQﬁm‘”? 17;70;)1.5(51;@;@1;&»_% T IR 30T TREANC & 5 S ROABIEIHES LTV,
(SARS-CoV-2(Z & 2 S O RAEIMH)
W5 |17 — TEsEE v 11332 7.3 BH OG5 HGHE) L HIF S BB PRETHI L,
BRES | Hv) T 4 LFERT (5.3, 5.45H8]
HF | EHFION T) ESH (OS] 7 v) 7.4 %5 %308 HUBEOASEEZEMFT 27— RBLATVRY,
0804EHR | EmB—HEEEOW A — R R B O [17.1.2888]



8. BEELEXER

8.1 7574 7F v —2&GLEELRBBIENLHLLNLIEDHD
DT, RFFEGHIETF 74 5Fv—Yav s, TFI7145F v —
R 2 M) s R (7 FLF) v, BIBEA T AR
P RS I VEE) PRESAELABELICFERTEZLEHICL
TBLZE, /o0 HHGRTHRIERO BN L E2MHRTHI &,
[11.1.1z1H]

9. FENERZHI2BEICEATEE

9.5 T3
TR IR L CW A RO & 2 ikiz ik, EE EOF D
fabtex Lz LRI SN LG0T T4 L, ARESA
FHERABRILER L Ty, —kice MG iaitmEy s 2 &
BN T WD,

9.6 RILB
BEEOBEFER OILREOR T Z LB L. R OGS 1L
HIEZHGETT 2 2 &0 AREOE MFLITAOBITHEIZ O W TIEARH
THHH, I MgGIRFLH BTS2 2 LML T Wb,

9.7 pRE
12 R /NS T nb G & L 22 BRERERIZ I L TV,

9.8 EfpE
BHEOIRELZBE L 20O EEICEG T5 2L, —RICEFERE
AT LTWab,

1. BMER

WORWER B SbIND Z EDHLHDT, Bgx 5147w, By
HERD SN I3 G Ik A 2 Y R E AT 2 L,

1.1 EXAEIER

1.1 EELBEGE LR
TF 74 7% GOEELBEIEND SDONDL I ENH LD
Ty BIE 51247, BEDRRO O N AR R oS %
BEHIHIE L, BYEESOBY 2INLEE(T) 2 L, [8.15H]

11.1.2 infusion reaction (0.2%)
infusion reaction (ZE&W. UL FRIEE, MR EHIEIRT .
AEENR B, BRI, B, REIRAEA L, BESE. AU
SoEEHE . RIE . WILE. WWEE%. HRE. €0, fiE. ©oF
W) RHObNLTENH D BEHED L NLEIIEHRS
FEEOWE, Fe G UIEG R L, 7T RV v, B
274 R Pl Ry I VEZHRGT L5 SWEY R LE 4T
&L BIERANE T 2 F CREDIREL T3 ICBg T 52 &,

*11.2 ZOMOEEAR

IR A

BHEEA
ESERADOS (RLBE. 2 9 FE,
PRI, (R IR SRS 55
FEBHREEIZCOV-20675t571 7> 5 5aT L 720

14, BRHEDEE
*14.1 EXIFREFOEE

Z DAt

(REHE)
14.1.1 FBATCH200 B EIRICHE L T 2 &,

14.1.2 FRBETIZ Ik 7 IE O 2w BEE 217 2 & B,
B, FOMFBE RO HEE, FHLEWI &,

14.1.3 11.1mLN 4 7 ViZix, 2054 (1E5mL) OB’ E F
Nbo LHGDOEH 2R E - 725034 TIvid, Eilk (25C £ T)
THRNAL6IER, 132~8C T K48WFII PRI RETH %o I ALR
R 2B AT HIE T RET L 2 L,

(HEEE

14.1.4 R14-1%2BF12, ZNENHNORK L) v VT, A1) EY
TRFIR A LT TRHA DN 7OV h S LEEZRERY
Fl—o 0 R4 ERRE O ME Ny I EB R HRATL I &,

14.1.5 10181 % B2 E D 2 SN 7 2 BRI 5 2 &0 RV IR
ThnZ b,

(B Txsh

14.1.6 73 U TEFIROA 5 FE THEAONA T bZFih
ZHogbMEH v ) v VAR (FHA) 122 5mLE o E A 2 &,
ZOE, HT) ERTHAR A LT TEAIERE RN

(2)

*14.2 REIRERFOEE

(REERE)

14.2.1 0.2umDA ¥ 54 v 74 V¥ —% @ L THFTHI L,

14.2.2 B LB WIEMSI L7294 v X0 #5350 08 L, o
AL EELRA LRI &,

14.2.3 AL 72O G851, £14-112B1T 5
ZABRWVWEINIZTHI L,

(BTFEsD

14.2.4 (EGHBAIE. BEEE. RERE UL BB 4 RO, L 72514
KO » D EB A OBITNIG T B 2 Lo EFE RS2
SNTVEDOT, F—EFT~ERY R LESF 2 & 38T, #ie
T VRS I ORI 2> 5 A7 & b bemifid 2 &,

14.2.5 B g0 EAL. I ICRE O d 586 (K. 35,
TERESE) IIEESF L AwZ &,
F#14-1 #3) E<7600mg/ A &7 ¥~ 7600mg% HH-§ 5854

R A L %

(RUE L)
INATNDED W ARAER | i | e
Wi & INATVE | BIRETlE | A R
50mL  |180mL/Eg| 205
11.1mL/S A
B v smL |V EFIR | 100mL |330mL/RE| 205
A LFE<7 5mL K
7ExT omb |, o osq | 150mL |480mL/BE| 2057
TV 27K }
250mL  |520mL/i| 3045

15. ZDMOEER
15.1 ERERfERICE D &3k
15.1.1 EiEBFE G N TIPFRERER AT 2 BEICB VT, K
B 5-#12SARS-CoV-212 & 2 BEAYE O B R ER O AL (FE2h,
(IR FEAE . WP R, AR, Bk, AEHCREE(LEE) Avis
ENTwb, [65.22H]
*15.1.2 BRI BV COARFNIK 3 2 BURD EESTRE ST A,

16. EYENRE
16.1 IMAEE
*16.1.1 BEEZE
(1) BAABA#BERE (SARS-CoV-2(C & 3 BEHE Tld & VL HERE)
HA AN AR (SARS-CoV-212 & 2 i T 2 Wik ERE)
ERRIZH V) ETRUA LT YT ZEN2EN1200~4000mg™
%6055 7T CHL T L 7B oS EEE T X — s VRN ER
ZN600mg% Hilal fz TS L 72O SEWBRE ST A — 5 2IZLLT O
H)THo7s
F16-1 HAR NS AGERE 2 BT 2 Hlal SiEEER o
N ERTROA LT EX TOEYFEE/ ST A — 5

H= Conax™? Caog™ AUCo-2s t1/2

(mg) | (mg/L) (mg/L) |(mg-day/L)| (day)
713 | 1200 | 338+44.3/86.9£9.44| 4170+524 |22.0+2.55
Y~ 7 | 4000 {1130+147 | 320+81.8| 14200+2390 | 24.3+5.42
A L7 11200 | 361 +25.8/74.9+8.46| 3870449 |19.5+1.41
v~ 7 | 4000 {1140+142 | 266+68.2| 13200+2310 [19.3+2.99

#661. TIGME + R

#16-2 HARNBEABERE BT 2 EX T RIS AT EYT
ZNZN600mgHL Az T 14T DS BIFE /ST X — &

Tmax Crnax™ Cas™ AUCo-28 tue
(day) (mg/L) | (mg/L) |(mg-day/L)| (day)

H 7.08

v | (7.087.10) 64.0£13.9(37.4+6.81| 1360+285 |27.0+3.67
T (6] (6] (6] (5]
[6]

457 7.08

z‘v; (3.007.09) 62.1%16.0(32.5+8.07| 1200+329 |24.0+4.67
'mi (6] (6] (6] (6]

FIGE = FRAEARZE [P18] (Twaddy POE (R/AME-ROKAHE))



(2) S+ EADSARS-CoV-2IC & 3 BLfERE
COV-20675E812 513 5185 Lh_EDSARS-CoV-212 X 5 i
ERRIH ) ER T ROA L FER T ZENFN600~4000mg™
%6045 AT CHUALTENE L 7203 E)E/ T 2 — 5 1IZ T o
D THo7V BHEAT—%),
#16-3 JHELADSARS-CoV-212 & 5 &4 B8 2 BT 5 ] Ak
HHERE D ) V) EX TR OA AT YR T OEY R T A — 5

o Cmaxi,ir'z) CZS&S)
it (mg) (mg/L) (mg/L)
AL VETT 600 192+80.9 46.2+22.3
[183] [144]
1200 331%109 78.0+28.6
[807] [926]
4000 1077 =323 255+ 83.2
[631] [791]
PN 600 198484 8 38.5+19.7
[196] [144]
1200 BL=114 63.8+23.9
[846] [926]
4000 1073 %309 207%74.0
[647] [774]

FIgfE = kR (18]

D sUEEHER R TR WS ICB W Th, ) B TR
A LT TOKRRHEITENZN600mgTH %o

TE2)  RUMEHE R R O M iR

1£3) #5928 H B oM i

TE4) BE TG 0> f i L ke e

17. BREREIR

171 B3RO R2M(CREY 28R

(SARS-CoV-2IZ & % B fE)

*17.1.1 BHE 1 /1/MHEHER (COV-2067=ER)

18/ LL EDSARS-CoV-212 & 2 BEHEBE 2 /PRI, AHH 1]
MIEEEROG M, ZEEROTBEELZTMT L2 2 HWE

AR E R L 720 BEIMAH/ S— b Cld, TiELY AZHTFE2HFL
W AANEI% (ZEHA) LLEDSARS-CoV-212 & % EIE L E
ERRIC, FEFHHEE TH 2 HIEALFE29H H £ TOSARS-
CoV-212 & 2 BEILEICBHE D B 5 A B IHH 2 b 2 W (1
NY M) BROONTWEEOF G LM L 720 A X2 N IEHE
Bz, #7329 7600mglk N1 4 7 E~ 7600mght H % 5-#C
127/73661 (1.0%). 77 & REETI324/74861 (3.2%) THYH. Y
A7 A EIET0.4% (95%ZHEIX I © 31.6%. 87.1%) (Cochran-
Mantel-Haenszel# €. p=0.0024) T@ -7,
F17-1 SARS-CoV-2I2 & % AR 3 % B ahit

713 ¥ 7600mgh N 2 o -
P U T600mgbE I GBE |
mFASHV 4R 5 736451 74851
WAEAILZ29HHE T
DSARS-CoV-2 12k % 70.4%
JERYYEICBEDO B D A (95% 15 HEIX ] : 31.6%. 87.1%)
B AL FR T % o 7 v (p=0.0024)
D) A 2 i AERE)
.- " 71 24451
o R (1.0%) (3.2%)

B RRBRO TR - BRIMERIZRIT-208 ) TH - 720

0804X3

F17-2 LB - Brhhaki

1.SARS-CoV-2Wt (AR ALRT720RE [ DUA ICERIN S L7z &
MHSE, B, IRENHEE S XM A & B 7 PUEARAE ISR T -
PCRAGASE 12 & 1) FlgR

2.SARS-CoV-212 X 2 JEGE &5 A RERE AT 5 L iGERE
(LR RABEAVHINT Ly 220\ MEEIRESRE AR A AL RT7 H LLA
3. R B DY93% L (ENA)

4. KDSARS-CoV-212 & 2 BIEDTREAL) A 7 W% A7
L EH—2H7T 5

- B0 LL F

- i (BMI 30kg/m?BL 1)

SLIMERE (BIEs &)

SRR (WMEEED)

- 1R 2B FR 9

CIBEEEE (BTEEEET)

- BRI R

- REPIHRIREE GREEAE RIS OHIRIC & 2, B @ BEEE
PG, BRI, REA L, 2V PO — VAR D
HIV. AIDS. $RARIMERE M., 5+ 3 7. SEilHo &
LUERSED)

L AEEA AL DRI IZSARS-CoV-212 & A RgeiE 12 X ) AR L7z
H TR AL Abeh (B2 b ) ofH
2 MEFIIMAT IS X ) SARS-CoV 28Uk TH 5 2 & 534
L CWwaEE
3 AEVEAALRT O T2HRT £ 0 BTCERIN S N7tk 2 o 72 PR
WA IZRT-PCRIIA 412 & ) SARS-CoV-2B5 1T 5 B
4.SARS-CoV-2I2 X 2 EYHEIZx T2 7 7 F » (GRFEO A I
b)) AEERLETRT L SRR HAE L 7,
LR BEES: 590 H LA CREICDC O HfE S i 25 & U137
9) BT EDORE

Fot
i

AR GEIAH/S— M) TlE, EELAEFS, K5HIHEET
5B L7227 L — F2LL Edinfusion reaction. #%5-#%28H H T
WZHEB L7727 L — F2UL R o@eE S, $25-1%28H H F TI2HH
L7-HERR CEBRREZZICE > AERROADPNE SN,
HEFRGOFIIRMIIFELT-300 ) TH - 72V RAFECHE S
7-EIVERIZ. infusion reaction 261 (0.2%) Td -7z, [5.1. 7.15:H#]
B, 7L — F55$E1ZCommon Terminology Criteria for Adverse
Events (CTCAE) &2sHwsi/z,
#17-3 HEFLROFEBRN

713 ¥ 7600mg L N 4 o -
P~ T60mebE I gRE |
AT S 5 827H1 184341
BELEERR 9%l 7441
(1.1%) (4.0%)
infusion reaction 201 0
(0.2%)
I BCE SO 0 1151
(0.19% i)
EHREE IR o 72
HEHR 0 561
(SARS-CoV-212 & % & (0.3%)
JAEIZBE L 7 v) )
EHEREZZICE o7
HEHR 1541 4711
(SARS-CoV-2I2 X % (1.8%) (2.6%)
YR IS B )

(SARS-CoV-2IC & % BELAE D FEAEHH])

*17.1.2 BHETHEHER (COV-2069: k)

FIEN TR DSARS-CoV-2/&4 & [[a5 5 SARS-CoV-212 &
B JEAE DFERD 2 W12 L E OBERE 2 7 RIS, AFIHIE T
TESFRF O L EVEEfFHiiT 5 2 L 2 B L LT, I,
77 AR I E AL EE RO AT R M LR e EE L 2. K
ABCIE, FEEHIIEE Th 2 |AEA L2900 H £ TIZSARS-
CoV-212 & % BRGFE DIERA T S L, D ORERFEBIART-qPCR




Btk & 72 o 72 R ERICH 22 5 14 H DN T 2 e (1
Ny M) OEEERHLL 72,
aFx—FA (R=2F 4 Y DORT-qPCRATEN:) 1I2BW T,
ARy MBS ) B T600meg L A AT T
600mgff F#% 58 Ti311/75361 (1.5%). 7J LR EETIZ
59/75211 (7.8%) TH V. U A7 EIF81.4% (95%1E
FHIXI ©65.3%. 90.1%) . & v A 1130.17 (95%E X
0.090, 0.332) (TY A5 1 » 7 EJESHT. P<0.0001) T
Hot¥, Ik— B (R—AF A »DRT-qPCRAFH)
IZBWT, ARV NEHAIE S ) ¥~ 7600mg & 81
L7 ¥~ 7600mg i A% 5- T 1329/10061 (29.0%). 7
& KEETI344/10461 (42.3%) THH ., VA7 gL
31.5% (95%AZHEIX R  0.3%. 53.4%). + v X I1130.54
(959%MEHEIX [ 0.298, 0.966) (7Y AT 1 v 7 BIRIHT.
P=0.0380) T& 7%,

F17-4 FEENTRADSARS-CoV-2i&4e% L [fEd %
SARS-CoV-212 & 2 [&YLAE DAEIRD 2 WIS 1204 5

R

# 3 ) ©< 7600mg
RUOA LAFERT 7T R
600mg Bt % 5- 5
gk— FA
ARy N EBEE 1.5% 7.8%
(11/753%1) (59/75211))
1) A7 A ER ) 81.4%
(95%fEHEIX [ © 65.3%. 90.1%)
F v XY 0.17
(95%fEHEIX [ : 0.090. 0.332)
(P<0.0001)
a%k— B
AR N IEHEE 29.0% 42.3%
(29/1001) (44/104%1)
1) A7 A ERE) 31.5%
(959%AZHEIX 1 © 0.3%. 53.4%)
F v XM 0.54
(95%AZHEX [ : 0.298. 0.966)
(P=0.0380)

B, AEERO T 28I - IS EEEILRIT-508 ) Th -
72
F1T-5 LA - PRy

BAR |1 RIEN TIRA DSARS-CoV-2%4e (#)5E61) L[
e |79 B MEROWERE ., 2B, H%HIZBVTSARS-
CoV-2W5 A HERR S N7 Bk D ERI A & 968 1 LLP 12
WBRENEEBIL SN L LEDN D S

2. EEALE290H F THRG L EGEIRICT L2 &
BHRATND

SEEER A7) — = v FE OSBRI X G
EEMZIC L DV EETH L LTSNS (B o%
ELEREET 2HEEED)

BRAh| 1 B o i Ic 5 & SARS-CoV-20ORT-PCRF;
e X MG FNRERE CH 72 e H D b

2. 050 % B & . SARS-CoV-2l& S DIEFEZE H$ 5
FHEFEEL/ZZZEDDH D LIESARS-CoV-2E4e# & [H
BLTWw5
3.SARS-CoV-212 & 2 EHEIZAE T AIER (%
FEIRIZBR S Z2v) BT 5

4. A7) == 7Hi6H A LHIZSARS-CoV-212 & %
ERGE DFEIR 41 O IR B O 2 B3 5

5. 5=V FER=—LIZAFELTWS
6.SARS-CoV-212 & B EIYEICRT AT 75 (FKFR
DFEFEZ D) OBEEND 2

IR — FPAIZBITLEWER OSBRI, #)Ee~T
600mgJ% U8 4 4 5 ¥ 7600mgff % 5-%4.3% (57/1311
Bl). 7T EREE2.5% (32/130661) Td - 79, 5HE
L9803 D EIERIE. 52 v 7600meglk N1 A F

Y~ 7600mg P 4% 5- B L IE SRR AL 554 . 0% (53/1311

Bl 7T REESESERAL S .3% (17/130661) Td -

720 A= FBIZBITAEWEHOSEBURIIZ. 72 )EY

7600mgl US4 4 7 ¥~ 7600mghf ¥ 554 .5% (7/155

Bl), 75 LKL 5% (7/15661) T o729, FEHEIEH

1%L FORWERIZ. 729 Ex7600mgk U4 AT~

7600mg P Fi % 5- 1 115 SUE3.9% (6/15561) . 7

7 & REEILCOVID-197°1.3% (2/15661) Td -7z, [5.3.

7.428]

1) mFAS : N— 25 A V@ BIFTHL WK E v
72SARS-CoV-2DRT-qPCRIEZEAE KA TH -
- B

E2) (1= E<7600mghk M1 47 ¥~ 7600mgfi
RGO A XY NEHEEG/ T T REOL NV
M EEHEIE) <100

113) REREEEMSEC X ) . SARS-CoV-212 & % &L
IZRES B HRTH B DEDPACHW & Nz,

H4) HEEE. Hus CREL KREDAL . Fi (1280 L
SOREATG B0 LA L) ZREERRE Liza Y AT 4 v

7 Al it
18. FExhEEIE
18.1 1EARF

) ERTROIA LAFETTIE, SARS-CoV-27 A )V
ADAINA 757 237 B xRk L. SARS-CoV-20 15 F
MBANOBRAZMEST L EICE). YAV ADOHEE%
Wil r2EZLNTWEY, T2, Y EYTROA
L FEX TIESARS-CoV-20 Z/84 77 & 28 7 B IZxE L
THEL DA% Bk 29,

*E18.2 BREICHT 2R

(4)

In vitrolZ BT HHEHIBW T, BeETXEEREME (VOCO)
FONEHTREZEEME (VOI) @9 B, alphatk (B.1.1.7
SA%) . betabk (B.1.351:%#%). gammakk (P.1R%L) .
deltatk (B.1.617.2J% O°AY .3%%%) . epsilontk (B.1.427
T O B.1.429%#%) . B.1.526. 1%/M. zetatk (P.2%H).
etatk (B.1.525%7%) \ thetatk (P.3R#t) . iotatk (B.1.526
Hft) . R.1RM. kappatk (B.1.617.1%%t). B.1.617.3
FAE L Omutk (B.1.621 K% OB.1.621.1%#) D A/8A
VEZAVE - IOEN WIBEFEIPEN Y s ANe N I b/N
PRI EZ R L TV 2 EAURIBE N0 W —)T
omicrontk (B.1.1.529%#%) DAL 75 87 B D4
FEHNZHR L TIEAEF O PANEEIZZE L T 5 2 &8
RS20, [5.450H]

19. AR ICRET 2 IE{EERIFR
— MR Ay e~ T GERfE TR Z)
(Casirivimab (Genetical Recombination))

(JAN)
3 F 3N ¢ CoastHoorsN 1704020248
43 #9148,000
fEE 0 7 3 ERFRIE21AME OLSH2AR & 7 3 BRFR L4501

DOHEH2AN S e RS VN7 G

— R A LT T GEETHRZ)
(Imdevimab (Genetical Recombination))
(JAN)
53 F3\ ¢ CosseHoss2N 160102018512
- F k147,000
Wi 0 7 X ERFRIE216MH O LEH2A & 7 3 FRERFR4501H
DOHPH2ARN O 7 4y VX7 B

20. PRV EDEE
SMERIE TR IEE L CTIRMF S 2 2 &



*ho1. kB4

211 EEG) A 7 FHAE 2 FEO L, WL/ TS S
ko

21.2 FHERKROBTIEREINI2HE, LHERKIH
TH2HRMERESE L ELPIRE L, 20o8E L EEFHEH
BlRET AL,

21.3 FHIOAEDENFWTTT 2 BEhAD 2 EREIHITL
TWwaHEIR, FRERKRICH T 2HMEE,. FHER
HOHE L OMTRRSE LT A, RO 2EHFIIHL
TEE5T2 L HEMIH LTEMT 54 E, FHOMIE
BERAIFEREND L) VERBEAE LA L&,

22. A%
(AF7) — 735t v F300)
H) Ew 7BF2 . 5mL X 1854 TIOVRF
4 L7~ 7HHA2.5mL x 151 T v
(AF7) — 735+ v F1332)
#12) Ew 7B 1mL X 154 7OV R
4 L FET 7HANL 1ImLx 1351 7 )

*23. FEH

1) JV431808 8K UFCOV-2067 R EMENREAEF (20214
7THA19A K. CTD2.7.2.2)

2) JVAIBOFERIEM EEAL T (20214E 11 B K2,
CTD2.7.2.2.2)

3) COV-2067REA s LR (202147 H 19 B K2,
CTD2.5.4.2)

4) COV-2067TRER&MAER (202147H 198 K.
CTD2.5.5.2)

5) COV-206938 84 »hiEAE 5 (20214E 11 B 7K B2,
CTD2.5.4.3)

6) COV-2069REB RS (2021411 B K2,
CTD2.5.5)

7) A VAHRMFAE (202147 A 19 H K.
CTD2.6.2.2.4)

8) RIRE FaMSEE % F\272SARS-CoV-2 RBDA\D#& A
B (20214£7H19H K. CTD2.6.2.2.2)

9) REGN10933% U'REGN10987DSARS-CoV-2 RBD
R AR AR AR (2021457 B 19 B KR,
CTD2.6.2.2.3)

10) Antiviral Resistance (Section 15) (20214128 gtZT
fR. FDA FACT SHEET FOR HEALTH CARE
PROVIDERS EUA OF REGEN-COV® (casirivimab
and imdevimab))

11) REGN10933% UFREGN10987D A5 A 7 % ¥ 7827 B \Zx¢
T 5HMFEE (20214£7A19FKE. CTD4.2.1.1-5)

24, XEEEKRERVBEVEDE R
HABERREHE AT AN YT A=Y a VB
T103-8324 MR A RIX H A48 £H2-1-1
E&F 1 0120-189706
Fax : 0120-189705
https://www .chugai-pharm.co.jp/

26. BRERTREF
26.1 SLERRTET

M RO BRI S FT

RREBHRE B AFHEZMT 2=1-1

(edey D2 I=7

®F. R 7wy -0vatk (A4 R) BEFEE

0804X3

(5)



0804X3

DAL103
(6)



N

ERHTOBI N EZBIRO &,

* % 2022E 1 HET (55487 R — R PRI E I
*20224F | HelT (253H%) | & | BFREmEIRES
i : 2-BC TR HSARS-CoV-2E / 7 O—F Uitk —
s ERNERD © 187 A v OB 7 (EETFERZ)E HEeB S | 30300AMX00434
ARFERIE 2021494

W W — .
mev,  BE T SEEER500ng =
5 EEERY
XEVUDY forintravenous Injection

FEF, FHTHHEBINCHOTHY, ERRHICHVT-IOABRBEFFHESNTLBVLI EHS, FEIDERICH> TR,
HS5SH UHBENRBREEBICZDEZHAL. XEICLIFRZHTHSIRSTIT L,

F) EE-EEEOMFRICIVERTLHIL

9. CRITB;
2. B2 (ROBEICIHHES LB L) 95ﬁ§?ﬁ!&ﬁ?6§glu?6&ﬁ
BEBtEE EE 5 LM S NS BEICORBETH L, L5l
3. #R - R S B RBRIIER LT 20, —RICE MgGliihRa5mad
3.1 #8m% BT EREISNTS,
IR5E4 Y 27 1 SREERS00mg 9.6 1BILIR
wams |7 @ml) ® . R EOE R RO FEROEREEEE L, 2O
Jroevs (B HER) S00mg FUEEIRETS 52 2, RADL MUHADBTEIC DL TIRET
L-e2Fo> 12.08mg HHH., —RICE MgGRIHHBABTT 5 EAMbNT VWA,
L-b X5 T VHEEEKNY  17.2mg 9.7 NRZ
WAl WSEM 560mg IR R TR & Ui BRI LTV,
AYVILAR—180 3.2mg 9.8 EEE
L-AFA=> 6.0mg BEOREAZBELAASMEICHET A L, —MIC, £
HHlid, FrAo—ZANARY —FFRMIEE R VTREENS, BESMETLTVS,
) ESERG BOMEEER L, 131 7Lb 5500mg % T
BIRABEMRT 51 0IRBATASNT S, 1. BifeR
3.2 BUEI MR WOBIERN S 5bNAZ ERBADT, BELHFIFO, BY
THE P77 ERBERS00mE "ﬁﬁzggﬁﬁguu&5%¢miétEﬁ@tﬂﬁ%no:a
mﬁhmwffziéxuﬁéﬁmwﬁﬁﬁ 1.1.1 EREERE (EERS)
- ~ FF749F—%2GCHERLBBESHSDNEZEBHBD
0.8~1. s
2 i 1.2 CAMEMICNT 5it) T BEEHIFL. BREIBEDSNABECEERORS
4. WEE IR REBICHIEL, BARSOMEYLABETS L., [8.88]
SARS-CoV-2IC & 2 BERE 11.1.2 Infusion reaction ($FEARER)
J— R Infusion reaction (F#:. FFMREE. ERAMEET. B,
5. RMREXISZNRICBHE I BiER WS, RIEHR. MO, BOEERHG. B, WAREE(L, 5

5.1 EERERICBI2ELHEGERZRE X, SARS-CoV-2ic &
AMEFEDEREL) AVEFZAL. BERSZELLVESE
ERRIREEIT> 2L, [17.1.158]

B [ESRR, EMmE. SlE. WKL, B2, €58,
i, HEVE) FHobhaZl LHFHd, BREMBH LI

o~ 3 s
5.2 fOFSARS-COV-2E J 7 0 —F LI HAES = - B R f;?;ﬁggf?fﬁ}iégfff§f;g;é;;Z;

BMEVIATNRETEAET 3BHICBVTERSELLE OB AT 5 & &b IR AT AT 5 CRE ORI S+
5.3 Z&F|DBFIEE HHEL SARS-CoV-22Z Bkic ot LTI EH D - -

BIEDIETE L WATEEE S5 52 5. SARS-CoV-20 s 1.2 TOWOBFR e
DOFATHOWR LIS 2. ARG OMTELBHT S &, -

[18.255] BEUE #5. EMRGS

WG D

6. ERURAR —f% - 2ERES LU [FABLER. BF

BH RART12ELIE DD EHAkg EO/NRIZIE, ¥ b BEHRAORE

Y7 (BEFMER) & LUT500mgs BE SmiEd 2. i e RE R, C-RISHE & B
7. BARUAECIET 3EE gl %‘ggggggﬁﬁm‘y(n?@
SARS-CoV-2IZ & B BFIEDIER BRI L TH 6 L LIRS T AT . BETL

THIE, ERFERY SLAMEEE TEERICRETHILEN ﬁwﬁé“ xm%

¥ Lu, [17.1.158]
8. HEGESITIE e e

e \ . 14.1 SABUFHOER
7374 5% 0~k GUARBRENHODNBT END B .
DT, FAEERETF 74 IR Y=V avy, 7FI45% 411 FARERREMRESG T FTMERRTABBR LT

PT : . : 7 RT3 Lo AIREIC AT AR II5% T 1o B0 &
DZl (9 i ) 7 L N AT

jFxﬁgtf?gfﬁg?é;;mﬁéésﬁzgggg; Wity 2 (S0mLYIEI00mL) A 58mL%E % & Ladik EH> T
SITLTHL k. Ty BERTRLEROZC & 2 HE BLLL,

THzE, [11.1.158]

0804X4



14.1.2 BEIAB-VINA TILESEE,LSED H L. HIREIC
FERETHENL L THISHEBEBT 5 &,

14.1.3 BRICKFREBDP TV & N TR Z\WT &
ZEHRTHRTAI L. TNODOREDED SNIEAIER
LsnZ &,

14.1.4 [UIEPTERVESIER,»IINA 7L 2 EEEg S &,
BMULIRES Lz &,

14.1.5 XA 72 58mMLEEYD . /Ny JARMNT 52 &

14.1.6 SNy 72522 I3~ SEFMZICIE VBT, FE/NY
TOREEIIRT, KIEAPTELEVWEIICTHI &,

14.1.7 FENIFABL T APPICEHHEEET 5 2 &o BRBOBR
ERIFET BIGEIIDCURCREL. 6BREMNICHRS 25T
BT &, &KIR (2~8C) THRIELLIBEIE. HHABICERZE
BICR L. BIRED S 2URBMANICRES25%ET T &,

14.1.8 N1 7ILORIRIIFEET 5 &,

14.2 ERIESROER

14.2.1 OFEA EFERICEES LR WT &, EEAERIIS%T
R gtk DA & OB EHEIIARETH 5,

14.2.2 % 2 X0 BEBEEED0.2umA > 514 27 4 LF— (KR
I—FLVANKVEIE) 2HEHTLZIENEE L,

14.2.3 SEEEIZERTIODPITTUTHIZ &,

15. ZOftDFER

15.1 BERRERAICE D B3R
iOHFSARS-CoV-2E / 7 0 —FIFLEDPHREG S N - EnE i
FNIIALMRZEREEZET 5EFHITB VT, SARS-CoV-2IC
KD BIUEOBBEPEROBAL (FE2,, ERFE. FRERE. &
IR, BRE BHPREENLE) PRESNTVD. [5.228]]

16. ZEMENE

16.1 MoRE
18 Ll EDSARS-CoV-2IC L B BBHEREICY b 1< 7500mg % 1k A
U CBAEI R ERE L 7o RO IEMERE ST X — 5 ZRIUTRY GHEAT—%).

=1 YV bOETI500mgZESARS-CoV-2(T & 3 BRIEEE [CBEIREEE
FAURROEYEEBNS X—9 HBEAF—9)

ERyE) Cmax Cas™V AUCo-5™ ti2
ST R—% (ug/mL) | (pg/mL) |(day - ug/mL)| (day)
SEHE R FZE| 219£100 | 25.8+8.3 1529+ 147 49.3+7.3
9Bl
E1) #528HZOMEFEE (Ca) @ 36361
%2) 8
17. BRPRARHE

17.1 BMERUREMICET H5ER
17.1.1 BT /MEHER (COMET-ICEEBR. 214367:5%)

EBL—EERWATRHMILERBETHD . Y b aE~ 7500mgXiz 7 Z
AR % 12 TR SEERE Uz, EEFHEEE IS BERLER298E
F TIZSARS-CoV-2IC & 5 BEHEDHEEEST (152 OREDOSMEIE
HO7zDO24RMBO ARG, XIFEHEMDLEWRT EER) OF N>
FRD SN WEE DG L SNz, REET (202138487 —%
Ay bAT) B AEEIHHER OFERIE. Y bubE v TE1% (3/291
Bl) ROT 7 RBET% (21/72928]) TH D FEAT Y A 7 EFRIZ
85% (97.24% XM : 44%, 9%6%) TH V. HBEIBEHEH TS
(p=0.002)o 7o, Hf&f@tr (Q0214F4A2THT—% 71w b4 7) KB
HEEFHEEEOMERIE. v bu~T#1% (6/52861) KROT TR EE
6% (30/529(5) TH V. FEAENT Y AV ETRIZT9% (95%(FHXA :
50%, 91%) T# -7z (p<0.001).

K1 TTEEICHIF 3 EEHEEE DR

v hob~w 78 75t AREE
R | AU PEREE | 1% (3/29160) | 7% (21/2926)
TR Y 2 .
(TR ERIED. 1) 0855 o
(97 . 24% (EAER ) = i
plE™ 0.002
BT | ARV RHES 1% (6/528) | 6% (30/529f1)
REAAL Y 22 .
ﬁ‘f;z%gm)‘ #2) 0791) o
(OS%EEE) = (50%, 91%)
pIE <0.001

#H) (I=V ha v 7THOA XY NRREE/ 7T RBEO A XY MR
#lEr) X100
F2) BEEL. ERFERY S O, Fi, HRHEE
v yERETIV
0804X4

L UIZIEERERT

1¥3) AREUKEMM0.02758, AR AEOERE/KEIER0.05& L, HEfE
I & 2 REIEE O ZEHOFREE % & L CHwang-Shih-DeCani
(y=1) #loLan-DeMets®aiEEBEEABHWV 517z,

B, RRBOFLBER - RIMBEEIIR2OEBD ThH o7,

R2 EFRER - ROBE
EFUERE |1.SARS-CoV-2f31E (GAANET7HLAICERE S h - ifE %
FW7/-RT-PCREE. HURMESEIC X DHER)
.SARS-CoV-2IC X 2 BPUEICEHT 2ERZH L. »D.
HERIEE A NAISH A

(oS

3 EEFRAME %L L (ENR)

4. RDSARS-CoV-2I & 2 BAFEOERELY XV HF %D 7%
LEHb—2ET 3
- 55i% Lk
- YNG9 SRR

- JEi#% (BMI 30kg/m%#)

- BHEEREE (eGFRA60mML/%/1.73m*kK i)

- S S MEEOARE (NYHAOKEESFEZ 5 2 TBLE)

- BHEREEMEER (BERETR. BEMAEEMEEX
V55 /R B D TP R 4 72 > fii &)

CFREREL SEEORE (ERIY ba— Lo dIZFA
AT7uA R2ETZVITHANFIIEDRIEORT O A
RAPGTENT W EH)

BRAVERE |1 AREFROBE., UXRBREEEMIC X VHEAND 52485
DIMIC ABE 2 E T A BEEASE W L IZTHMAIZFETIC
BEHAEEESBVEH S h 2 EE

2. EEDSARS-CoV-2IZ X B BYUEIC—T HIER (LEIHO
Bih, WRgE, MARESZ2EILEER) 2 A7 HEE

JEEOREALREDES

4.SARS-CoV-2IT & 2 BYLFEICHG 57 7 F > & BIEB(LHTIC
LS, NABRER S HARMDNICER T EDES

BIERRISE Y ba U< 7TRET2% (8/52361) ThH -7 TDNHR

X BB KBRS, B EAMER. R IPERBERD.

C-RISHEREREAHEIM,. ASTHEM,. MAALPHEI. »-GTP#EN, B

EETR, REAL, BE. ARETOLITNS 1%KE (81/5236]) Th-

7zo [5.1. 7.30]

18. EZhEEIE

18.1 {EFER
vV habEw7id. SARS-CoV-22)814 7% VISV BOZHEEEE R A A
> EOACE2Z B GO & TR 72 HEBALICHEA L. SARS-CoV-2IC
W HFHERZRT . /2. in vitrolB W T, SARS-CoV-22/841 &
& VNI EEFERT SN L RFEEMREE (ADCC) EEXK
UHiisikF Mz &g ® (ADCP) EHEA2FE L.

*18.2 In vitrolCH1F DI A ILAEHE

Y ha v 7iE. SARS-CoV-2 (F4ARIUSA-WAL/202057 Birk) 125t
U BERENZTFER 2R L (EC500FE : 100.Ing/mL). £
7ou BETREERKE (VOC) RUEHINSEREK (VOI) 055,
alphatk (B.1.1.7%#t). betatk (B.1.351%#). gammatk (P.15%
). deltakk (B.1.617.2. AY.1. AY.2RUAY.4.2%%%). B.1.427
ZHE. B.1.420%#. etatk (B.1.525%%%). iotatk (B.1.526%%%) .
kappatk (B.1.617.1%4#%). lambdatk(C.375%#). mutk (B.1.621%
) KOomicrontk (B.1.1.529%#%) (A SN AIA 75 LV IRVED
FEEREZBALL Y 2— R4 T4 NVAITK L CHRATEE 2RI LT
W3 EARBEEN (EC50IEEAERD0.35~2.7f%) . [5.35H]

18.3 it

18.3.1 FEERAREABRANAE
Fk™ R 2 Wi S 8 CEM L 7zin vitroft e RIRRBRICB VT, £/ 7
O —FIUT AT EE R E UTEMOAD RIE SNz, ¥V ha e 7O b
—TWRERZEALLY 2Ry A4 P74V AORETIE. E340. P337
FKUK3S6ANDEREANC LD EZHEOE T A SN (FAEHEDOECS0
XEFAERIDS, 13~ 297(5#8) o
H) YV MUY T OFCHEEIT IV BERESMA SN TS LIER—D

& Ok

18.3.2 EREREAERALIE (20215581887 —9hw b4 T)
COMET-ICEREE TIE. R—R T4 VRITEEESIFET S RETH - 72
Vb O BT THOWEBRESFOSE, N—251 VLRICIE N —TDE
B [7UIHEE (%)] 271061 [E340K (299.7%) : 4%, S359G (12.2%
K U8.3%) : 2f. A344V (6.2%). R346G (5.2%). K356R (7.5%).
C361T (6.0%) : &141] ITEHS Nz,




19. BAAS TR T SELRNANR

—WET Y hoEe T (BEFERR)
Sotrovimab (Genetical Recombination)

P H Y bo v TIGREFER 2 RSARS-CoV-2 R84 7 7 >
NOEE) 70—FVHEETHY ., & MgGLIZHET %,
H$HDA38 R U444FB DT 2 ) BMARER., Fh¥hLleuRk T
SeriCBMENTWVA, Y POETTR, F¥yA=Z—ANA
Ay —SRRMRIC KV EEShS, YV boEe &k, 457
DOF I ) BBRE, S 2 AHHE (yI#H) 2ARF2UMEO 7 2
JBERE>SZALHE (AH) 268 THBRSh A28y VW0 E
(5F8 :$9149,000) TH 5,

4 F R CemHinsoNiraOnuSa (BEHRS 2 ST 1)

& F B :#9149,000

20. BBV EDER
BRI TRET 5 2 &, SMEMBEREIEEL TRET AL,

21. RN

0.1 EBERS) A EEHBEEREEO L, WTICHEET A &,

21.2 AFIOBREFHED LW SN AEFOAERNRIC, 5P UHEHEN
BREECAVERUCR2EICHET A FRSCEZ L THHASh, B
KEARABEEBTIEMOTHREENA LS, BEICHLTEFTAZ L,

21.3 EERERSSSERTHIENEICE T ERORHOM TR I,
AENEYPORELTIr AL T A, T, RHShABEHSICED, X
RHEHAEFET AVEFBO SNAHEICE, BEEREREESEEIE
D2EIENETERBHEDRE LG TAIENHA Lo

21.4 HFIHEERORTHIERE SN A5E, YFEEHICHT 2HMEH®S
ZHEPLPICRF L. ZOKREZEEFEHEICRETAZ L,

21.5 FROEWUENEBE T HBEFNNHAEEBITTLTWABEE,
FHERBERIONT 2 PEE, FREREROME T ORTRG 2R
2, HPYLBFCHUTRETAESEMICH L TEFTALE, FEHO
HMELZERAVERSINALIOVDELBEL2B LA &

22. 2%
8mL (184 7 L]

4. YEERERUEVSHEE
7579« AIART T4 VHEREH
RS R AR 1-8-1
HAIZ— 7 -y —
TEL : 0120-561-007 (9 : 00~17 : 45/ B AR VLEtkHH 2 k<)
FAX : 0120-561-047 (24F&E2 )

2. WERFTHES

26.1 BGERFETT
959V-AZRI5414 0 At
RRMAXRR 1—-8—1
http://jp.gsk.com

0804X4



ERHTOBI N EZBIRO &,

202262 fEs (180 [ - mARERS | Eﬂ?ﬁz?fﬂ
Bk iR
HEHARD - 14 ﬁ'?“f)l/;(ﬁ] )

ZIVI RLIVEVEE/) M FEIVEE

BN UE i

‘FOEYR/N\YZ

Paxlovid "PACK

& 53 & S | 30400AMX00026 |
BREBA 8 | 2022628 |

FH, FBTHARBSNALEDTHY, KEBHICH

ZRBERTIERETH L,

SWTHZM, ReM, RECHRIFREIBESIATHY,
EDS. FEADERICLHL->TIE, H5PLHBEXBREEIC. TORXEVCHDHMRURLM AT 2HEE T4 ICHBAL. XHICE

FlEMEEREMEHTH S,

) ER-EEFoRAE LV HATAZE

2. B2 (ROBHEICEHBELEVIE)

2.1 FH OGN LABECREROH 2 BH

2.2 ROFEHZHGSHOBEE  ToEOF AL, KOFIHA, T
LTy BAKERRE, TELV=JVEY, A AFLY Y R
FEVIN-TENV=VEY, TIFFO EBE, X)) VULl
BRE KA., 7V A4 = FEEBREE, 7o 872/ VHERREE, ¥=0
VERBEAMY., U N—aXHNy, ) 7rTFy, TaF v
VWSV RVERE, EEVR, TVTY I VlARE - EXS
T2 AV TRENTYFEYY, TVTAMN) <L VB
W, JeFoz vy IV AV VEBE, AF LI VIAMN) vl
AVEBE, VVFFTIANI TV (LSFE), 95571400
(7 F2va), 2V TF 7 4 VERRERMY, Iy EF AV VER
B, "2y 922 (EHEUEGEOEE) »EaILE (M)
YoNERE) voNEREL) OFEREA). YTESA yugE
TEZH)Y AL TAY T A, 7IVTESLEBIE, )T VT A,
IFITA, VAV TT I, KyarS—, TISVIIF, AL
INTHEEY, T2/ NVEY =), Tx=b Y, AT 2=} A
YRR AKS., V7T EY Y, LI RFEY YUY (St
John's Wort, > b+ Ya—rX - 9—1) AR [10.15H]

2.3 FHREVIFREEEOHLEH T, aVveF ri2k5do
BE# [9.2.1, 9.3.1, 10.28H]

3. Rk - R
3.1 #8k
1§ 15
LR T Z V2 hLILEL 150mg J FFENL 100mg
HRvo—2, JEAHE, 7 | IBVEFY, E299) VEBY
BAANAT—AF P T A, B VEF Y, BREXTF AR, 7%
REXT AR, 7TINVBATT) | VBAFTINF MY T 4L EK
& m oA MERYTA eSO O—Z, | ) VBARAINY L, e TSOR
) BiLF ¥ v, w70 L— 400, | m—A, B{LtFH ¥, vruL—
=Rk V400, E FoFy ot
=R, FNz, ¥r7uL—)
4000, K1)V ve— +80
3.2 HH DMK
bisid #3 .
A E —— e gl B
EF17.5mm, HHES.5mm, F25.7mm
Lt aNK PEPIN-E Y
EEHmm, FFEHImm, FZ4#6mm
4. ZHEERZZHFR

SARS-CoV-2IC & % BEHAE

5. REERFHHRICBHET 38
5.1 BRFARICBT 2 ERRSBEREEL 2, SARS-CoV-2i1 £ 5
BISEDESE(L) A2 BAF AT 2%, FHOXEGHFLELEZS

0804X5

NHEBEIZET AL, T2, FHOFESHFII OV TEHERFTD
HAFIAHBETHI L, [17.1.1588]

5.2 FJERE DB VSARS-CoV-212 & % REEBRE 6+ 2 AR
FEZL TR\,

6. AERUAHRE
BHE. RAR TR EA> FEEOkg Eo/RIZE, =v< b
LIVE)L & LTIE300mgRk U7) b+ EL & LTLEI100mg % [FEFIC
1H2E, 5HMEORST %,

. BERUVAR ICRET 3

.1 SARS-CoV-2IZ & 2 BPHEDIERVFEH L TH L EL IS
ZRMET A L, BRFABICBWT, EREH, H60 BRI
LA L-BE B A2AMEEEMTI A T— 3B LATHR
v, [17.1.1288]

7.2 HEEOFRIEEERYE (eGFR [HEHEAKAEAEE] 30mL/
minl_E60mL/min&ii) 12, =< b LIVE L E L TLE150mg
RO RFELE LTLUEI00mg% FEFIC1H 26, SHMEORS T
5T l, EEOFRIEEESY (eGFR 30mL/minkil) ~0#&5
EHERE L v, [9.2.2, 9.2.3, 16.6.1588]

8. EEAEANITE
FHIFHEHN EHEERAEZRITI LD L7720, REFOTR
TOEFEZHRTHZ L. T2, FETHBPICH IO
*RET 284, FallCHZRT 2 L) BEICBET 2 &, [10.,
16.7.1288]

9. RENDEREFTHBEICHTIAE

9.1 BHHE - BERZNH 3 BE

9.1.1 HIVEIERE

(1) FHZ) FFELVEELD, RERXZa Y P o—-VRED
HIVEBS B E xS L2B4, HIVSo 57— EIHER T A
TEAE LA REMEND 5.

2 v FFELVIIZIEYASY v b EREUHHIVERE & 2H5 2683
AEA. VM FELVOHEBHEIAETH S,

9.2 B ERE

9.2.1 BEEREOHZBET,. ANELFr2/5POBE
BEHE LW L, aveF yOMAEENEATZ2B8E0ED 5,
[2.3, 10.2558]

9.2.2 FEENEHEENSH 3BE(ANEF ER/EFDBEERS)
W L IWVELVEEBE L TRSTAZ L, =7 b LIVELOM
hEENERTAB A D S, [7.2.14.1.1,14.2.1,16.6.1888]

9.2.3 EENEHRAEREDS ZBE (AN EF 28E5HRDBELRRC)
BEIIHRL LV, =L L VE L OmMBERENS ERT 555, B
FH#ZAEIBER ShTwiv, [7.2, 16.6.18H]

9.3 fHiREEERE

9.3.1 FHBREEEDOH 3 BET,. ANEF2/EPOBRE
BEHE LW L, aveF yOMAEENEATZ2B8E0ED 5,
[2.3, 10.2558]

~N o~



9.3.2 FEEEZENH 2 H8E (A F L 2BREFOBELRL)
)R FEVIEFICHE TR SND 20, BV REI T 5

NI UATIF—FYOLERZHEHLTVLA

HTIIIRRERELHESCLBEZNND 5,

BEWNH L. T2,

9.5 1Eim

TR AR L T 2 WREED & 2 T2, R oA R &

ez Bl & HIF SN AHEIZORKGT 5T & kY F

2= b LVELV R L ERICBWC, BRBERE (AUC)
DI0E AT A HE THRIBAEORATRO SN TWAE, Tz,
RS v MY M FENEHRG L2EERICB T, BiEziEnL <
HEABITT A 2 eI SN TnbY,

9.6 BILF

R LR RN OCRFREOR R ZZHEL

FAL ORI

AT, 2V FLILELD L NATF~NOBITEIC DWW
TEAHETHDH, ) b FENITe AP ARITT 2 2 & 2RE

ENTWABY,
9.7 NR%E

ANREEE R E L2 BRABIE IR L T v, [16.6.320#]

10. HHEEA

AFNICYP3AZ R BHET 5, /20 =V FLIVELVEDY) b
FEIVIECYPSADIEE TH 5o MoOSEH & O EIEHIZ. WihEZ
FTRTOMAGHLEIZOVTIRF SN TS DIFTIE VO T, fif

FIZEE L ClEAEICH
16.7.2Z: ]

BLTHEEIIES A2

10.1 HFAZZE BFALEVLC L)

Lo [8..16.7.1,

(NFV, 7zVFV)

L YTy v RAKERE
(Lsy 7 R)
TENZTE Y
(Hnvzuay )
FNAFNEY Y ARFVI
Vo TELVZ VS
(LHIL & ABE$E)
YRR A=S 15
(7rhuyr)

NT ) VNV KA
(7)) a—))

T L4 = NFERRIE
(#vKa—y)

PRV WS i/
(Fus )

F =D U RBREE AN
JN—a FH Ny

(£ 7F L)

V77 T7F

(3a7574 )

A= SR

(art>)

VTR UIREE
(5v—=%)

EEY R

TV TE I EARE - K
HTxA AV TFRELT
YFEY v

(ZV737)

INTRANY) LA R
Ve ROI)VTY I A )VERE
AFNVINITAR) LA
>R

AV Z D]

SIVTFF T4V T R
(LNFF)

55574

(7 Fonn)

PNV T 1 VIREREKAIY
(LELT)

O3S Y R OVERE
(Yx 2 A% EYF)
[2.22H]

o FRAEIR - $518 5 1% R - faE T
VS AA=E D% /PN AR, MRS, MRS, | AF o F 70— 4
(771 &) CNOEFNC L 2 EEL LA | PAAOIC K T 2 A1
= PN Gl fEl g BT T &9 2HRHs | EMERIC LY. P

BILBEINDHLOTHAL
NIk,

LBy S S O3]
D MATRIE AR L
R B LATFHED
%o

0804X5

A4

FRPRAEIR - 15187

B - fabEE T

AR

(TR R MR DR ~
SIS () > o3EkiE)
VSIE & ) o R
(NAZ L7 RY)

[2.2H]

NA LT T ADHER LI
BB ¥ (h
VoY ORERIEY v SR )
O JHE HE N ARH & pEA L
7ot REBE AR I O 5
BIAMIR S LD BLZNDD Do

A H HCYP3AIZ 31T
LA 7T ADR
WA HETS S
b EFEZLNLTY

%o

DAV APN

(v, R)IY)
suaFETHREAY T A
(X F¥)
TIAY T A
(z—mvy)
PR IAVN 1L 3
(I x—1)
rTT A
NV F )
NEAVA N
(FVIha, 371 v¥)
[2.22/]

I FE 0D G X2 I W A0 ) 46 20 k2
CHBENDHLDOTHML
BNk,

KH#OF b ra— L
P450L2xF 3 % w8 A 1Y BE
EEICED. BFAL
7 A SIS OEIR S
S T OYHUAN 2 o 11
P EE SRR S
I ENTHMEND,

PET AN
(7 F178R)
[2.22H]

rhary—= v EDBRIZEY
VAT OIS
AL, 20T AMPKTF L
L OWEN D Do

AKHFDF 27— L4
P4SORHEEHI L O b 7
Y AR—% — (P-gp.
BCRP) BHLEMEMIC X
U [ RR AR A % 5
BIyoBzhhds,

Ry afFv— R AF = VOMHFRED | KK OF 7 a— 24
(T4 722 F) BT L7 EDMEHNDH 5 DT | PASODTFHEERIZ L 2
[2.2211] B LW &, LOEEZLNTWA,
VAV Z 0N TS I FOMAEED b | RFIHCYPIAICL B 2
(7=1)—=%) AL, BER R END B | o DOHA OFH % B

[2.2211]

TN D 5,

F7o. RO MDA T
5 ET, BT A NV AER O
KM BLO BN B %,
AH) A & CYPABLEEH D 7%
WERNOREBEEZETH L,
RUEFTHAT LB, 7
7SV I RO EZET DL
Lz, BEORELEEICH
L. WEAOFEBIRAH O
ROBFNATEET L L.

NN Y~
(FZ7 L =)
[2.2, 16.7.25/R]

HIVINT B Y v O iR
rRATLIBENYG DL, T2,
AFH O AR EE DS AT B
LT LT AV AR o %k

EIZHE S 5 728,
EQANIE (EYOF ST
CYP3A% B8 % /-
PN

RSB OB ENDH 5,
Tx I NVEY =)L P AV ZE O KR | s DA DOCYPIA
(7x/78=)) HBOBENND 5, FEMEHICLY, =V
= N O < L WVELKTY b
(&Y b=V TLETF V) FENLOREAT §
RATLZ b Y F YT A LBEN DD,

kY]

(RARNAL V)

V77 EY Y
77vv)

A4 ayFbPFY VY (St
John's Wort, £~ b -3 —
YA T— ) GAER
[2.22H8]




10.2 BFRER (BERICEETS L) S 406 BGPRAE - $EEITIE W - el
B [ PRATIR - F5iE 5 s B - fabmT TN TF =) ARHEOMAHEEDS FAT 28 | 25 EH ACYP3A
PR E N S5 K O I R A 5 | A F ASCYP3A LS B 1T RATNVIAFS— ) FNDH D, Eiio”’%)zf—_%l DH %
CESZ S WESY ¥ FTHEBEINN DS, SNLE | 5 NSEAOKHE HOMIZHET 5700
) RBA Y FOBEHA I LT < 5 | HAWICHET 5720 LHERBNT 5,
)R H A YR LBENNDH D0, ﬁﬁf LEZ LTV, 583 WL IZ % D ARAIOAUCH I | B R
i = 7RI BEEIT O ARFSEEICRS TELBENDD D,
?;;T;;B’&iﬁkﬂ% ;;}ﬁz&};i;gi’?’fﬁ SFrvY FHLOWRICLY Y F7 95 | ARA 707 0 o Bl
— — 7 Y Fik b = I HIH 2 5l D - N < 2 ap N
) " DCra e CAUCH Z N2 | B % RET D720 &%
C AT AT A AT Feuatni el My
W3
Y7 T AF Uil FEM)F Z B SEH o i EE AT
Yy sy AT LR VAV, 2vasll 5ol )Ry FN TEBENN DD,
ERVA] ‘/ﬁﬁ’&ﬁﬂi@#@ FEFTE RAOIMAEED YT 5B |+ TV HCYP3A%
YEXT T v T UG END DD, HUTDI0EEZD
NI T2 r T UREE NnTWna,
N=DPN A
PR 77 eLy FAKOLT 7 €LY 7 Ol | REAH
fhsare IED LR B BE D
S aFen Bo WHEIHERE S RE
s T AWM D S DT, BTk
DR T MAMHSEDE= 4" ¥ 7 &AT
TyATTA LY WL EEICKRG T L
7 IFTE Y TVEE vaxyy TIX T OMAREDA S | A H OP-gp Bl F 1EH
TUEZY) TF VAV IZHEML 72 OHEDRDH B, V| ICL2bDEEZ LR
HV T AR TXR T UOMPEEE=F) Y | Twh
T AOYE YOV R TERAT) B EEET AL
f}b%f{fﬁ@&lﬁ 0T 3 FIERRE RT3 RO EE DS 15
AR AT TLBETNHDH D
ZANYE R
BRI TI7FE=TRVAVEE | 77 7 F =T OMmpiREA B
EROUNYS AL, BIEMAASEBL RS <
SRy BHBINDD B KHRT
NS LIRS A
Kr oy v kA TGRS T AT L,
T RVINAEF L HANTT L TUANAYF VAN L T ZNAY F 2 O AS | AHK] OBCRPEH & /F H
AKFIY LRI BE DS, PG LT B g
SUNAYF Wb,
22232217%11% FUHTLENKRW - €7 | Z LA FLEVROE T L~ | K7 OP-gp XL IXBCRP
e jwwwmr Loy e 5 AN DM EES EAY | HEFHIZL 200k
— P pN:taiy N N 2
TRy B LBENN DD, EZ b5,
N7 75) bT R YRR bV oIS LS L | KA HSCYP3AIZ B 1T
Y554 Bl OF, KIME, K% |2 F 50 K of#E
(Y7 A, FUF17) BRITIREMEA D 20T, AH | BEEHNIHE S 5720
FNTTIT A LU AU, BEORIE | LE 2 HRT VS,
FEXF XYY WCHEREL, BEISCTET Y
Fo—n KL OMBSEEEET 5L,
[2.3.9.2.1,9.3.1,16.7.2&:#] B NSRRI T T O EE A | AFH O S A R
TNFNT Y TAEF VRI| Z G A O L E A E 5 FLALOWED D%, AHEEMIC Lo b0
2T THEBENG Db, TNHHE EALNT %,
TTV=F HEOFIZBNT, 72> ZOMOHIVT 077 =W | S A O b A B 7 | A H A CYPSALS & %
MIT AT Oy TR =8| ZEGEE B R R 3 + B BENDH D RS EH O % B
FEPHESNTROT, Pf 7 5T OV GEZIET 70k
MIZEBEOF /ISR NS —_ o TN EZHNTW5,
DERFAD GBI E LS ez DT
EHIITE N DAL S L > >
(TNF=T AV S HAN O MR A 1 5 AL VA
Irya97x=7 L. BIfEH AR S b B =
NASd Bo AHIHSCYPIARL I BlfEH . o N U
EPE O 7 VIR~ F (kﬂ%ﬂf’ﬁﬁﬁ?ﬁ‘&)%bhé EDHDHDT, BT 5T W ;t%
AT AT & N H A (RS L 2 LRI 7
BERIZIE, TSRO =
REHESEL bIC, BEO 1.1 E*’xﬁ'”'ﬁm
RIS % L. REA 11.1.1 FAEREREE (HEAH)
3 A k. _ . ) ..
PEAABELT 52 11.1.2 thEMFRRIEFERAEIE (Toxic Epidermal Necrolysis : TEN).
NANT TR WA T T AOHFEI L 3 _ =S S REAH
(TR MR DMLY ¥ | HPEDBIEY >/ PRI (D &Jﬁ*ﬁnﬁﬂﬁﬁ_ﬁﬁ (Stevens-JohnsonfEf&E) (V>34 HEEAH])
SSEEEIG ORY > SERIEY | ) > SERIE Y ©oSHE % A i) 1.2 ZODEIER
VS G le) OMEFFR G, | OMERER G5 S S R . - - I
1%L\ 5% 19 A HHEEA
S B Y ) PR LT A b7 5 i . o -
P IS kL AR R R S FETED F
B NR 2T s ADOREIER I I
DR SN BZND DB D — - e - -
g Wl MR, EARR, E A
T RR NS T AR RET A T - AR &:nﬁg—li LR, s
Bl IS BE ORI ———
HICBE L, BEH ORI JFFHESE Rl ALT LA, AST LA
TREES AL BB RO T AL 595
TNT 7)) R T L TNT 7 )y ORI | FEDAHREREEORS AR T R O A L Wivss
BEGZBBINND b, B | BH LN DT
FIZINRDE=%1) > 7 %475 | W, CEALORs

ZENEE LV

TET4)
IFZJWVIAMNT I =
IA NI VI - VEEERT
ATV

5 FEH 0 i R FE AS A

FTEBLNDH D, b
Rl OB LIE 7 DY 60
H%o

ES PN $2Io) S
BV =
blebtHEZ LN TW
%o

0804X5

14 1 ZARREFOTE
14.1.1

= PRI IE T HE - EOLH I

(RO J5 0200155)

D=~ M LIVEVEE (BHEE) KON M EVEE (BR2gE) AEE
EEZIT LM - HEsLh shi-

N5o HEEEOEREREMR




A, BRUSVFORBSFhEhdb, =< b LIV E VEE2EED
IBUBEEFRYRE, BYBROAERICERO Y — VR T
T A&, [9.2.288)]

14.2 FFIZFFOEE

14.2.1 ¥— FBUCIZIES (BRUES HF02ES) HETinsg iz,
IENIRATREEH 2 BHIBET LI L, /2, FEEOFHE
BEREERE N T A HE - BEANS SWBEICE Y — P ALR
ELRERNBRINTOLZ EEHAT A L, [9.2.28H)]

14.2.2 PTPAEOEFNIPTPY— b oY H L TIRAT 2 £ 5388+
5Tk, PTPY— bOBAIKICLY, BoSiARIEEEE~RAL, B
IWEZEILE B L TRBAASOES LR EHELHETIZ LD 5,

16. ¥HE) R

16.1 MFRE

16.1.1 BE#RS5
BER A=V b LIVEIL300mg? V) 3 ¥ r100mefk T ¢ HLE £ O
HLAEEDO= Vv P LIVELRTY) b FELVOEHEE ST A —F P TIC
IAE RS & TR TY BHEAT— % )o

BERAIC =V P LIVEIL300mg? ) b Er100mehk A T CHEFEOHRS-
Lzl Z0=)v= P LIVENVRTY) b FELVOEWEE/ ST 2 —F

FPEB T A —F
ZLT LV EL Cenx (ug/mL) 2.21 (33)
AUCit (ug - hr/mL) 23.01 (23)
Taaz (hr) 3.00 (1.02-6.00)
tyz (hr) 6.05+=1.79
DR =S Caax (ng/mL) 359.3 (46)
AUCu¢ (ng - hr/mL) 3599 (47)
Teaz (hr) 3.98 (1.48-4.20)
tyz (hr) 6.15+2.24
n=12

Teac: PRAE GEH) toz: BATERE + R, 20O/ A— 5 SRATFHE (CVE)

30 600

uffeh = v b LVE VR (ug/mL)
& o5 @&
ol g I
e
) M ELEEE (ng/mL)
g 8 8
L
=
[
|

12 24 36 48 0 12 23 36 48

M (hr)

RERAC =V b LIVEIL300mgZ ) b F Ev100meht T € HilE O
HLzbEo=u= P LVEVRE) b FEvom¥EhiEHES (n=12, &
Pl R )

16.1.2 RE#S
=)= b LIVE V75,250 13500mg % 1) b+ EOVPEE T (1E1100mg#* 1 H 2/8])
ClH2E FEEOES Lz & 25, = v b LV E VoAt iEii2h B
T CIEWREICEE L. BER ST H S AUCu & U Cam 3R 265 12180 L
722¥ (BRARUSEAT—%).

16.2 GRIR

16.2.1 BEEOPY
EIR R EHRIC =V~ PLIVELV250mg (FOSET) %) - Er100mebf
AT CHEREOHERYS Lol X% 2S5 & L T=vv b LVE VO Cax
DFHEIIRI%, AUCuDFHM@EIIML.6%MM LY FHEAT—%)o % B
Z ORI WEE T E IR RAITH S =V~ b LIV EV]1S0medEAl & D4
WS IIRZ STV ARY, AFIL BFOARIAPboTHRE TX 5,

16.3 9%
=)V b LIVE VO & b AR S EIER69% TH - 72¥ (n vitro).
Y b FEVIE, 0.01~30.0 4 g/mLOEREFEEAT L b MMEEEE L 99% L EAY
ALY FFEL2ug/mLIZBET A b i O mERBITEIELL 4% TH o
72V (in vitro)o
BEHEBRAC =V P LIVEL300mg (FOEE#) = bJ Er100mebkH
FTCIH2E3H MREEO#HS Lz XOVZ/FOFSEE, =Lvs LvE
ViZ104.7L, ) FFENIRN2.4ALTH o7 FHEAF—%).

0804X5

16.4 X5
In vitrodBEH S, ) M FENVEFHT TR b LIVE LIZEIZCYP3A4
TRE SN Z EARMENAY, = Vv FLIVELEY) FFELE RS
Lize &, = P LVELOREFHES RS, BERAIC=VY LIV
¥)r300mg# V) b3 ¥ov (1E100megZ 1 H2E) fFH FCHEZEORS Lz L X,
MM IZRRD b7 E L =V~ P LVELVORELEDOATH >
720 BBJRRUFFICEBLRE DT MCBD LY (HEAT—5 ).
ENFIZav—A2HWARET, U N FEIVIE58. 7% ~60.4% A =
N, ESEROBLRB W E AR TE LR ENR, £, VM FERL
DB I EIZCYPSAR UCYP2D6A I 5§ 5 = L AR &Y (in vitro)o
B S T HCEGR Y P FE VDR TV FIEFBREORS L, R, #Eho
AR % B Lok, R LR UE I AE R oL AGEZ S vl

16.5 Hhittt
VR FENERERLzE 2OV FLUVE VORI ES TSR ThH Y, =
< FLIVENL300mg (OSSR %) FFEL10mg (1EI100mg*1H2E) HFH
TCHERECMES Lk &, FRERSHL ik 52 0$35.3% Kk U49.6%
DEABE Y AR SNz, PP OEEREWIE E T =V~ UV E VR
ZALETHY . ASRCRERT 50 EOR# IR0 bn” FHEAT—5),
BB T 1CESRY) M E VDA TRV AIB00me* HEHE O 5. Lk X, #58
S FCIo, #5 LHEiEn86.4%h 3~ 1L3%H R ~EhEhkl s
720 ¥z, RZLERI3.8%HFER, #93.5%DRPNPRE s FHEAT—5)o

16.6 HENHREHTHEE

16.6.1 BiEEEERE
B (eGFR 60mL/minkk E90mL/minzk#4). F4 8 (eGFR 30mL/minkk
E60mL/minkii) B UEE (eGFR 30mL/minks) ORFHiEREERE Iz~
V2 bk LIVELI00mgE Y F FENI0mglEH T (== L VELOES
BU128FR . e 5BE, Fe5 0 1280 R UR4BR I (o4 5) CTHEZEOHRS Lk
X EWASHEER AT ABBE LB LT, =7 P LIVE LV DOCankk
U AUCHOD M A BT FIOMHEIT, 451 O HARR: & B H Ti13300 & U24%,
oA R D R AR B SR TIE3806 % UT8T%,, TEHE O SRR B TIE48% K
U204% Hr o 722 (BHEIANT— ), [7.2, 9.2.2, 9.2.38H)]

TR ED = V< b LV EL R BRI RITT
ERR TG | EEFRERE | PEETRIERNE | KT RS

(n=10) (n=8) (n=8) (n=8)
Comax (ug/mL) 1.60 (31) 2.08 (29) 2.21 17 2.37 (38)
AUCis (ug-hr/mL) | 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)

Taaw (hr) 2.0(1.0-4.0) | 2.0 (1.0-3.0) | 2.50 (1.0-6.0) | 3.0 (1.0-6.1)
tuz (hr) 7.73%1.82 6.60+1.53 9.95%3.42 13.37+3.32
Toa! PRAE (REBH) . toz: SHTFIOME £ BEHMR 2, OO/ ST 2 —F BTFIME (CV%)
16.6.2 fFiREEREEAE
TR O FFERAERE 8% (Child-Pugh%#EB) (== F LIVEIL100mgZ ") b
FENI0mgfE AT (== P LVE VO SH128F0 , 58, #5512
) R UR4RFH (#c5) THREEOHRS L& & = )u= F LVE VORI
EWRFRER AT AEBRE LR TH -2 GHEAT—5),

AR E A = V7 b LIV EV OB SHHEC BT T

IEH 2 BF e o EEBF AR R
(n=8) (n=8)
Coax (ug/mL) 1.89 (20) 1.92 (48)
AUCx (ug - hr/mL) 15.24 (36) 15.06 (43)
Tmax (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
tuz (hr) 7.21%2.10 5.45+1.57

Toax! I GEHD) |, tiz: BHTEIOM = BER 2, ZOMO/ST 25 BTFEEMH (CV%)
EROFREREEEZ SR E LBERAREIERL Ty,

16.6.3 /pEBE
18R DO /NEZHEIZ= V7 F LIVEVRT b ¥ oS EE LS
LTy,
BRAOFHEFEWENREE 7V RUVNE ORES A 2 HVT, 1280 EhofE
40kgPh Eod/NBBE A L CHES T - R CAA 245 L7z & e iR
FomMEh =< P L VEVOREEZFHEELE IS, RATRED bR
Beh v b LVE L OURE & BRREREEC A B LHEE S, [9.72)]

16.7 RMEEER

16.7.1 In vitroXB&
SV P UIWVE L P-gp®O Y TH B, T2, CYPIA4H T K& URERIK
FECHE L, P-gpZHET 5%,
Y YNV CYP3A LR ICHVEAIEARLY, CYPSATRM LS hAfE4 D
BERER OB ZRAEMICHET 2, F V7 0 yBias %Rk L. CYP1A2,
CYP2C9, CYP2C19% iFE T 5 2 L dtbho Twb, HHHEH om iz
BT &8, FRhHMITT A HE I IO HEN O HERGSLE L 2 2T hEH
HdHHY, [8.. 10.8H]



16.7.2 ERFREYMEE(ERAAER
SV RLIVELEY FFENMERTTA bS5 aF v —) b (CYP3AFLES) X
XAV EE Y (CYPIARHESE) LG LcLED= V< PLIVELVK
U N F UL OCune L O AUCIT RS B SR R L 7246 R % DR IR 37 9 (O
EIAT—%), [10.. 10.1. 10.2ZMH]

ANNTBE Y UEA M T F ==~ b LIVEL R kF EL D

WBIREIC KT R

P SEYBHE ST A—F DI (%)
S (S HAES) (90%IETEIX )
n
—_ _— V=LY ZVRMLVEL DR R%
BrA BrAR /1) I:L =92 )
Conax AUCY Conx AUCY
. 300mg 56.82 44.50 25.59 16.57
12
73@‘) L’f 1H 20 300;1'%;13;@ 9| 4704 | @377, | (8.7, | (13.32
aelggs) | F 68.62) 58.65) 34.91) 20.60)
frog | 20mg | 30me/100mg 118.57 | 138.82
Sy, | 1HLE 1A2[ 11| (11250, | (129.25, NC NC
Q) | (GEHES) 124.97) | 149.11)

a) WEDRVYEIE100 (%)

b) #NWNTEE Y D AUC=AUCn, 4 b2+ =) AUC=AUCuu

c) AN Y Y LG RHB8H B2 515H H £ TLH2M300mg ¥ TR (1H H~3H HiZ
100mg# 1 H2l#%5-. 4H H~T7H H1x200mg# 1 H2[1#%5-)

NC:HHLTwiAw

) AKOKBS N HER ARG, =4~ LV EL300mgk Y k€ V100mg%
L1 B 2[5 55T 2 o

17. BRERRXIE

17.1 BHMERVURLMICET 255

17.1.1 EEHERSE I/ M4E:8 [C4671005 (EPIC-HR) &tB&]
18% LL E DSARS-CoV-2i2 & 2 EYE B E A RIS, =V~ bL IV E L
300mg e U8 b ¥ L100mg# fFH TLH2ES5H %5 L7z & & OF xR O
= B T RPNl = N Pl Bl A < Y O < L (X [ = A B i i
MR 2 FE G L 7o T EETMIE B2 EE A L28H B £ TOSARS-CoV-212
LB BEAYEICRE DD 5 AR IHI 2 b WIETO A XY MR 5
THERE OEE L Lize RERMNTCTH L AN (20214510260 7 — %
By bA7) TIRI36LH (HARANLIG) 2 EEEALS N, EEFHIEE (mITT
) OFEIE. 2V PLIVELVERDY M ELPETEE0.8% (3/38961) If
T 7 REET.0% (27/38561) T . HEOBE#13-6.317% [95%15
FEIX R 1 -9.041, -3.593] TH -7z (FDo WiRIZ. =V~ L IVELRY
1) b BV BEREET ABES/38951 (0.8%). SETS0/389B1 (0%) TH Y. 77
£ ARBETARE27/38561 (7.0%). FE127/38561 (1.8%) THh-o7z. &b, M
BALE NI X COERE 224660 (HARNGH) (2B 2 M2 RN T
ZEHEEE (mITTHR) OfERIE, =V~ FLIVELVRTY b UL
0.7% (5/697%1) N7 T RH6.5% (44/68261) THh V. HIE O =
13-5.807% [95%IEMEX T 1 -7.777, -3.837] Th -7 (F1). WFIZ., =
< MLIVEV RN b EOVBEEET ARRS/69761 (0.7%)3E120/697651 (0%)
THY ., 77 LRBETAB44/68261 (6.5%). FE1-9/68261 (1.3%) TdH -7z

F1 EEFHEH Ok R

b FHT AT 4 2R

=V P LVELVRD

0 R 77

ARy P EBEE 0.8% (3/389%1) 7.0% (27/385%1)

TR RBELDOE

mITTRE | (ogosmincnn »

-6.317% [-9.041%, -3.593%]

pﬁga! b) ¢ <0.0001

£ R RBG L0% (6/6078) | 6.7% (41/61260)

mITTUER] | 75 LR e o3

Cosss AL I] & -5.765% [-7.917%, -3.613%)
015 13

ARy N EBEE 1.1% (7/6611) ‘ 6.4% (43/6691)

mITT2RH | 75 LR e o

[95%EHEX ] @ ® -5.425% [-7.460%, -3.390%]
(RS H.

TR DFRIZFERE L 72, IAERAL S 72§ T ORBRE T OMATHE R

R P LIVEL DY

) bR e

ARy MEBEE 0.717% (5/697f) 6.452% (44/682f1)

T TR REELE DR

mITTRE | (ogosmmcm »

-5.807% [-7.777%, -3.837%]

pfiEie V@ <0.0001

A Rv N EEBEE 0.770% (8/1039%1) ‘ 6.310% (66/1046%1)

mITTHEN | 75 b RBE L 03

(059 (= X /1] ¥ -5.619% [-7.207%, -4.031%]
o1& L :

ANy MEBEIEG 0.812% (9/1109%1) ‘ 6.099% (68/111561)

mITT28M | 75 b xm L o

0804X5 (950 SRR ] -5.363% [-6.884%, -3.842%]

a) HEEAIE34H HOVisiti2 B\ C EMEAIL28 H H ORI % 52 7 L 728 A 3R Visit e 21T
Z OFNZ R I SULBIRANRE & 7 o 7 83 BRI RS D DR TIT B ) & L7z,
b) [ # 1ZKaplan-Meier#: 12 & W HfEE L7224 N FEHEA L HB L, i
Greenwood DAFNZ D M L7z ERKEIRIERABEIC LD EH L7
c) Wald#isg. A EKMEMHO. 2%, AEREEOF BRI HS% L L, REENTIC X 2108
SHE DL B DR )73 L L TOBrien-Fleming®l @ a 55 B % w72,
d) Wald#ise
mITTHE - FEAIL S, BBREMI LG S, X—= AT 1 > thh 5 mfEAL28 0 H
F T AL EBIAOVisitA d ) *, N—AF 1 Y EEITSARS-CoV-212 & % &
PRI 5 E ) 70— F VRGPS SN TBELTRGOFESL &L 2o,
SARS-CoV-212 & % IEGiE OHEIRFEBL A & 3H LIS IEBREE A 5 S - iiies
mITTIER : AL S, GERED IR DL L4 5 S, N— AT 1 thh O EIEAL28H H
FTIAAREBIMDVIsitIH ) ¥, R—=AF {1 Y FERTTSARS-CoV-212 & % &
YHEISH T 5E 7 7 00— F VAP EG SN TE S THGOTE S e
mITT28HH - EEAL SN, GREEDTEDL LI% G S, N=A 54 V0o EEA{L28H
HETicd % & bR Visithsd 2 “Hls
A ERATE O A BN REMOERI [N—A T A 2 S EMEAL28H H E T2
A7 LB IHOVisithid 5 ] & 507z,

LB RRERO F 5 ER - AR FE2O L BY) ThHo 7.
F2 FEP - BRI
FEYULHE | 1.SARS-CoV-2W5tE (MEEAALHTS H AN RIS 7Btk % J v 72 PCRI AR
2 L) RERR)
2.SARS-CoV-212 & % &Gt DR FEHAMEAELILRISH AN TH V) . 22D
HEVER LR 21123\ TSARS-CoV-212 & 2 YEDRERY 510 780 &

na
3. KDSARS-CoV-212 & BIEGHIEDEIEALY AV WF 42D L b1OHT S
- 60/ L. L

- BMI 25kg/m?#
- BEE (BF30H LINOBYEA D ) . Ao EEIC100K D EOBEA S % )
- SRPEIIHIEEEY S ST A O ke -
PRI E (HEE, ORI S 2 ES 25 0H)
- WILEDBW % 2T b
LRSS CORIZE, BAH . —@MERR e, OAR%, = bu
7)) AT ENTICE TEBIIR N A S A R B IR BART
FHBYIR AL BEAT S KBRS A 7S AR OB A AT %)
- 1T 2T R A
- P R
- SRR BRI
- ANRSSEREE (MR, &7 CIERRSE) LIRSS 53 5
ZOMOBEE GEEMWRE ASR) v 72y Fu— A BEOHKERSE)
- BURPERE A5 A% B IEBIED DS A
- BEBHAT N DIKAE (SARS-CoV-212 X 2 JEHLAE & M8 4 4R 70 455 by P
PR
Frhbskie | 1.SARS-CoV-2I2 & 2 BAIEDGHED 7260 O ABEHED @ %
2. NBEDS WL TE 7 IRAE S A 2 AL 12 A8F R AP IS ABE DS L BENZ % B & & 3R
EEND
BUEOREG XY AN, FURSUIRRBIMAR IS & ) SARS-CoV-2/& 4 A5
BENLZ DD D
EEIEO IR (8 LGB OB SUECHIIFJe ™y £ b RGeS
BEAPEIFRZE . Child-Pugh” 9 ZABXIIC, AR L% & &Il Btk IT
o TV I VHIRDIF R C) OBEREAT 2
5. BAT R AR & T DT HERERE (A2 ) — =¥ 71677 A LI O ML
7 LT F = MBI D L CKD-EPIA TH & 1172eGFRA%5mL/min/1.73m?
Kii) AT D
6.7 A )V A4t H3400copies/mLiB O HIV & G iE B3 X ATHIV IR YAE O GO 72
OIZPEZEIRSE % L C v 2 HIVIE G B
7.SARS-CoV-212 & B EGIEIZXT§ 2 7 7 F VM« A3 5 LT EE AL
BUHH & W HNCEME 2 2 5 2 LB TFHRERTVS
8. WA 24 A LRI 24K B LAY O R AU MIBEHI92% Aciits (Zeifiky, ==NG) @

a) B, BONSUIIF R, JE8 (38TH) dso 1T &%, BEEER ., EI. HR
SRR A T, B W, SESE. WHIERE. S5 E D SUdEIK

b) BBERSA, MRS, ISV SN G . CDARFPEMII AL 200/ u LA 22D w7 A )V AH:
%5400copies/mL A O HIV &G 5.4 45

¢) BERMLAILEISOH IMIC14H P i T 7L K= > 20mg/H ML RIZHIY 2 2V F 2
AF0A FOES SEBHANRIOH LI AEMBH (7)) % ~T, YATFX
~7%) HLIIRERSE (AP MLFEF =DM AVA TN TY L THFL T V)
DY I AR % 2T 7

d) BCHBEREE A A L, BUICERERS 221 T2 5E1E, HENIZZT TS
MR T ICB Bl
I EAT R S O BIWE S B X, =V~ P LV EL RO b E LGB
T7.3% (49/67261) Td h, EHBEIEMIZ. WEAR4 (3.7%. 25/67261)
ROFH (1.9%. 13/672() THh o7z, [6.1, 7.15H]

w

S

18. ZEphzEE

18.1 1ER#F
Z V= b LIVEVIESARS-CoV-20 A A » 7 a5 77—+ (Mpro: 3CL71 7
7 —¥Xidnsps & bIFIENS) % FHE L (IC0=19.2nmol/L). KV ¥ » /%7
BoOOMix I 52 LT v AV AEEZIHIT 5,
) b F VIR L i (3 umol/L) F TSARS-CoV-212xf L CTHt
ANATENEZR R E Lol U P TFEMTZ LY FLIVELDOCYP3AIZ L B
A2 B L. A 2 i s w2,

18.2 In vitro3i) 1 IV R &M
=V~ b LV E VISR IR A I 223 BRI BV T SARS-CoV-2ffi R 45
Btk (USA-WAL/20208k) 1%k LTHEY A )V AP 7R L 72 (ANHBEA™ :
ECs0 61.8nmol/L)



=% b LIV EJVIZSARS-CoV-2Ba iR 7k (USA-WAL/20208%) R U
Bt CTdH Halphatk (B.1.1.7/#). betatk (B.1.351&#) . gammatk (P.1
R#) . deltatk (B.1.617.2%#) K& Ulambdatk (C.37R#) (=i L CHE
oty 4 VAESZR L, ECoffiii #nenT7l.2, 170, 217, 204, 82.2%
U93nmol/L T o7z (Vero E6-TMPRSS2#ifid)o 72, =< FLIVE L
1ZSARS-CoV-28& R #Etk (USA-WA1/20208k) J& UM 58k T3 5 omicron
#(B.1.1.529%#) (2t LCRBEOH Y AV ATER AR L, ECffiii &
NEFN38K U23nmol/LTH - 7= (Vero E6-TMPRSS2#H) o
) EE% e PaEE gl

18.3 /n vivoin™y 1 W A &M
=V P LIVEVIE, v ABI{bH T3 HSARS-CoV-2-MA10K % Ry S
2RI ALZBWT, By A VAHEO WA, BRI S MmO,
il D FEHE D EATRD b iz,

18.4 A4
oI TFI A VATHET I AFLY A VA (MHV) 27z iE s
B TIE, = vv P LIV E VIR & B L R A5 10E REA I3 L 7R 5
MHV-3CL7 8 7 7 — €252 D% 5 (P55L. S144A, T129M. TS50K & Uf
P15A) B b, ChbDERZHTAMHVICHT 2= v P LIVEL
DHFY A W ATEH T4 4~4. 9FETF L7z,

19. Bz CAI ¥ 2IBIEFRAR

19.1 ZJv= PLIVENL

— M == b LIVE)L (Nirmatrelvir)

154 : (1R ,2S,55)-N-|(1S) -1-Cyano-2-[ (35) -2-oxopyrrolidin-3-y1]
ethyll-3-[(25)-3, 3-dimethyl-2- (2, 2, 2-triflucroacetamido) butanoyl]
-6, 6-dimethyl-3-azabicyclo[3. 1.0]hexane-2-carboxamide

5 F3K  CaaHazFaNsO4

4rFi - 499.53

PR B~ CHE LB ERTH S,

1L

NH

SBECHRE (logP) : 0.845 (FHlfE)

19.2 Y bFEN

—fE#%# © ) b FE)L (Ritonavir)

1b%:% : 5-Thiazolylmethyl[( a.S)- a -[ (1S, 35)-1-hydroxy-3-[(25)-2-[3-
[ (2-isopropyl-4-thiazolyl) methyl]-3-methylureido] -3-methylbutyramido]
-4-phenylbutyl] phenethyl]carbamate

3 F 3 1 CarHasNeOsS2

ArFaE 1 720.94

IR - B~ EEREOBRET, XoHhVHESLILLH S,

bR

21. REEB&M

211 E¥an ) A2 EHETE 2 FOED L, MRS S L,

21.2 A OFGHED L I SN AEADAZRRIZ, HoH LHBEEFENIT
RHEE CADERTELEICHET 2HEPCEE b o THIA S, LT X
HRAEEH/THLMOTHRTENSE XS, BRI LTERTEZ L,

21.3 ¥ AR T 4151020 RO M O TR 12, &
BIMEPORELTIy AL 5. 7o, BHSAAERFCLD, K2H

0804X5

HAEAEET 5 LENRD b NIBHEITIE, REM RS SEET4R 02483
HIESEEBFHOEREGTHAILNDHHI L,

2. 9%
308 [=)v= P LIVEVEE : 488 RTFY b EVEE : 288 (PTP) x5]

23. EEXH

1) 7—ET7%k 100mg #3CHE (2021466 AEGT) . 7 v v 1 AR&H:

2) Section 6.3.4 Study 1014 - Carbamazepine DDI, EUA Application.
Pfizer Inc. November 2021

3) Section 6.3.2.2.2 Part 2: MAD, EUA Application. Pfizer Inc.
November 2021

4) Section 6.3.2.2.1 Part 1: SAD, EUA Application. Pfizer Inc.
November 2021

5) Section 6.1.1.4 Pharmacokinetics, EUA Application. Pfizer Inc.
November 2021

6) Section 11.1 Pharmacokinetic Results, Clinical Study Report for
C4671015. Pfizer Inc. November 2021

7) Section 6.3.2.2.4 Part 4 : Metabolism & Excretion, EUA Application.
Pfizer Inc. November 2021

8) Kumar, G. N., et al. : J. Pharmacol. Exp. Ther. 1996 ; 277 : 423-
431

9) Section 6.3.3 Study 1011 - Renal Impairment Study, EUA
Application. Pfizer Inc. November 2021

10) Section 12.3 Fact Sheet for Healthcare Providers : Emergency Use
Authorization for PAXLOVID™. Pfizer Inc. December 2021

11) ERRERES I/ MARHER [C4671005 (EPIC-HR) B&]

24, XWEKERVHVEDESE
77 A —HAat WaliEer s —
T151-8589 AR XA 4 A3-22-7
FHEERY A Y v 0120-664-467
FAX 03-3379-3053

26. BHERTRES

26.1 BLEARTETT

7 7 A F—HRA&H —
sk - Pfizer

®FHER
001





